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AMENDMENT TO THE CLAIMS 

■ Format of Claim Amendment s 

Applicant has amended the claims as indicated below. Pursuant to the revised fonnat to 
37 C.F.R. 1.121 which is planned to be officially adopted by die USPTO in July of 2001, and 
which in now permitted by the office pursuant to the USPTO's release ot Junuaxy 31, 2003, 
Applicants herein submit only one version of the claims with markings to show changes. A 
detailed lisliug of all claims that are > or were in the application, arc presented. 

■ Statement With Respect to Scow of Amended and Non-Amended Claim* 

Amendments to, cancellation of, and additions to, the claims are made in OTder to 
streamline: prosecution of the case tn embodiments tliat arc presently anticipated to he of 
commercial significance, and are not made for a purpose of patentability. Any amendment, 
cancellation or addilinn made herein should nut he cijnstiued in any niajiiiei as indicating 
Applicants' surrender of any subject matter of the application, or surrender of any equivalent to 
any element asserted in one or more claims. Applicants do not concede that the scope of the 
claims 3d forth below fail to extend as far as the original claims. Furthermore, any narrowing 
which may be evinced with respect to subject matter covered by the claims as a whole, or by one 
or more claims of the appended claims, when compared to claims previously in the application, 
should not be interpreted as indicating that the Applicants have generally disclaimed the territory 
between the original claimed subject matter and the amended claimed subject rrmlier. 
Applicants intend each term of the claims set forth below to be read with regpect to the full- 
breadth of the language of the claims and not to he confined to a strict literal read of amended 
terms. Amended claims elements are to be construed to include substantial equivalents known to 
those ot ordinary skill in the art. Applicants assert that the amendments ^ made without 
piejudiue and reserve all rights to prosecute any canceled claims, and claims preceding any 
amendment, and other disclosed (bat not presently claimed) embodiments in the application in 
future continuation applications, divisional applications, continuation-in-part applications, 
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continuing prosecution upptiiaaiuiisi, requests for continuing examination, reexamination 
applications and any other application claiming priority from or through tlie present application. 



COMPLETE LIST OF CLAIMS THAI ARE OR HAVE BEEN BEFORE THE 
OFFICE AFTER ENTRANCE OF THE AMENDMENTS MADE HEREIN 

(Sec next page) 
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1. (CURRENTLY AMCNUKI)) A compound of Formula (1): 



or a pharmaccuucaUy acceptable salt thereof, wherein; 
A i9 O or S; 
Q is -NRIr 2 ; 

Rl is selected from: H and Ci-Cg alkyl; 
2 

M R_ is independently selected from H and C1 - C6 Cid±6 »ItyU 

R3 Is -(CR 7 R 7a )n-R 4 , 

-(CR'/R'/a^-S-tCR^a^-R 4 , 
^CR 7 R 7 «) n -0-(CR 7 R /a ) m -R 4 

(CR 7 R 7s hrN(R7b)-(CR7R 7 a)m-R 4 , 
-CCK 7 R 7a )„-S(-0) (CR 7 R 7a ) m R 4 , 

(CR 7 R 7a )n S(=0)2 (CR 7 R 7 a) m r4 
<CK 7 R 7 VQ^MCR 7 R 7a VK 4 , 

(CR 7 R 7a )„ N(R 7 l»)C(-0) (CR 7 R 7 *) IU -R 4 

HCR 7 R 7a )n-C(=0)N(R 7lj )'(CR 7 R 7 a.hn-R 4 . 
-(CR 7 R 7 *)b-N(R7»>)S(-0)2^CR 7 ll7»)ni-R< or 
-(CR 7 R 7a ) fl -S(=0)2N(R 7 ^HCR 7 R 7a ) m -R 4 ; 

nifiO, l,2,or3; 

mie 0, 1,2, or 3; 
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R3a is H t OH, C1-C4 alkyl, Ci-C4 a^oxy, f^C4 alkenyl 
or C2-C4 alfcenyioxy; 

R 4 isH,OH,OR l4a , 

Ci-Cfe alkyl substitute! with 0*3 R 4 * 
C2-C6 alkenyl substituted with 0-3 R 4a , 
C2-C6 alkynyl substituted with 0-3 R^ a , 
C3-C10 carbocycle substituted with 0-3 R 4b 
QS-Cio aiyl substituted with 0-3 R 4b , or 

5 lu 10 membercd hctcmeycle containing 1 to 4 hetesroatoras selected ftrcm nitrogen, 
oxygen, and sulphur, wherein said 5 to iU mernbered heterocycle is substituted with 
0-3 R 4b ; 

R 4 * at each occurrence, is independently selected Ham H, F, CI, Br, T, CU^* 
C3 -C10 carbocycle substituted with 0-3 R 4b 
Cfi-Ci 0 aryl substituted with 0-3 R 4b or 

5 to 1 0 memhered heterocycle containing 1 to 4 hcteroatoms selected ftom nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 mcmbcrcd heterocycle is substituted with 
0-3 R 4b ; 

R 4b at each occurrence, is independently selected from H, OH, CI, F, Br> I, CN, NO2, 
NR^rIS CT3> 3^ SCH3, S(=0)CH3, S(-0)2CH3, 
C1-C6 alkyl. C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxy, and C1-C4 haloalkyl-S-; 

R5 is H,ORl 4 ; 

C1-C6 alkyl substituted with 0-3 R 5b ; 
C[-C6 alkoxy substituted with 0-3 R 5b , 
02-06 alkenyl substituted with 0-3 R 5b ; 
C2-C6 alkynyl substituted with OO R 5b ; 
C3-C 10 carbocycle substituted with 0-3 R 5c ; 
Cg-ClO aryl substituted with 0-3 R 5c ; or 
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5 to 10 mcmbcrcd heterocycle containing 1 to 4 heteroatoms selected Iiuin nitrogen, 
oxygen, and sulphur, therein said 5 to 10 txiembered helerocycle is substituted with 
0-3 K 5c ; 

R5& is H, OH, C1-C4 alkyl, C1-C4 alkoxy, C2-C4 alkenyl, or C2-C4 alkcnyioxy; 

R5b, at each occurrence, is independently selected from: 

H, C1-C6 alM. OR l4 , fil, F, Br, I, -O, CN, NO2, NR 1 ^R 1 6 ; 
C3-Cioc«bocycle subsiilulwl with 0-3 R 5c ; 
Cg-Cio aryl substituted with 0-3 R s< % or 

5 to 10 mcmbcrcd heterooyole containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membered heterocycle is subsiiuited with 
0-3 R 5c ; 

R^ c , at each owuircuw, is independently selected from II, Oil, CI, F, Br, I, CN, NOi 
Nr15r16, CF3, acetyl, SCH3, S(=0)CH3, S(-0)2CH3, 
C1-C6 alkyl, CL-C4 alkuxy, C1-C4 haloatkyl, 
Ci-C/| halnalkoxy, and C.[-C,4 haloalkyl-S-; 

R6 isH; 

Ci-C<> alky] substituted with 0-3 R 6a ; 
C3-C10 uarboi-ycle substituted with 0-3 R*b ; 
aryl substituted with 0-3 R^; 

R^a at . ftacb occurrence, is independently selected from TI, ty-Cg alkyl, OR 14 , CI, F, Dr, I, -O, 
CN, NO2, NR15r16, aryl or CF3; 

R 615 , at each occurrence, is independently selected from H, OH, CI, F, Br, I, CN, NQ2, 

NR*5r16 CF3, alkyl, Cj^j alkoxy, Ci-C4 haloalkyl, and haloalkoxy; 

R?, at each occurrence, is independently selected from H, OH, CI, K Br, 1, CN, NU2* C^3 f 
phenyl and C1-C4 alkyl; 
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R?a ai. cadi occurrence, is independently selected from H, OH, CI, F, Br, I, CN, NO2, CF^and 

R7& is independently selected from H and Cj C4 alkyl; 

Ring B is a 7 membwed lactam nr thiolactam, 

wherein the Uwbini is 2-oxo-azcpinyl or thiolactam is 2-thioxo azepinyl; 

wherein each Additional lactam carbon or thiolactam carbon is substituted with 0-2 R 1 
provided two R* 1 substituents arc present on adjacent atoms and are combined to 
form a benzo fused radical; wherein said benzo fused radical is substituted with 0-4 
R»3; 

and, 

wherein the lactam or thiolactam contains aheteroatom selected from -N= -NH-, and - 
N(R 10 ) ; 



RlO is H, C(=0)Rl? C(=0)OR 17 , C(=0)NR l8 R 19 , 
S(0)2NR18r19 S(-0)2R 17 , 
C^C$ alkyl optionally substituted with 0-3 R 10a ; 
Cg-Cio aryl substituted with 0-4 R 10b ; 
C3-C1 0 caibocycle substituted wilh 0-3 R 10b ; or 

5 to 10 mcmbered heterocycle containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 merabered heterocycle is substituted with 
IKJRlOb; 

RlO*, at each occurrence, is independently selected from IL Cl-C<5 alkyl OR 14 , CI F, Br, I, -O, 
CN, N02> NR 15 R l6 , CF3, or aj yl substituted with 04 Rl 0l >; 

Rl0b ? at each occurrence, is independently selected from II, OH, C1-C6 alkyl, C1-C4 alkoxy, 
CI. F, Br, I CN, NO2. NR l5 R 16 , CF3, acetyl, SCII3, S(-0)CIl3> SKO2CII3, Ci*C6 
alkyl, C1-C4 alkoxy, C1-C4 haloalkyl Ci-Uhaloalkoxy, and C1.-C4 haloalkyl S ; 

R 1 at each occurrence, is independently scloctcd from 
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H, C1-C4 alkoxy, CI, F. Bu I CN, N02> NR l8 R 19 , C(=0)*M C(-0)ORl7 
C(-0)NRl8Rl9 S^NR^R 19 , CF3; 
Ci-Cft aHcyl npliuually substituted with 0-3 R 1 1 a ; 
C6-C10 substituted with 0- 
C3-C10 cartocycle substituted willi 0-3 R 1 ^; cwr 

5 to 10 mcmbered heterocycle containing 1 to 4 heleroaluius selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 memberwl lietemcycle is substituted with 
0-3R llb ; 

K.^ a , at each occurrence, is independently selected fiom 

H, Ci-Cfi alkyl, OR 14 , CI, F, Br, I, -O, CN, N02> NK 15 R 16 , CFli 

phenyl substituted with 0-3 R llb ; 

C3-C6 cycloalkyl substituted with 0-3 R llb ; and 

5 to 6 membered heterocycle containing 1 to 4 heteroaUims selected fiom nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocyrJfi is substituted with 0- 
3R"b; 

R i lb, at each occuiTcncc, is independently selected from M, OH, CI, F, Br, I, CN, NO2, 
W 15 R 16 ct 3i acetyl SCII3, S(=0)CH3» S(~0)2CH3, 
Ci-Cg alkyl C1-C4 alkoxy, Ci-C4haloalkyL 
C1-C4 haloalkoxy, and C1-C4 haloalkyl-S-; 

Zis H; 

C1-C8 alkyl substituted with 1-3 R l2 [ 
C2-C4 alkenyl substituted with 1-3 R 12 ; 
C2-C4 alkynyl substituted with 1-3 R n ; 
Ci-C8 alkyl substituted with 0-3 R ]?J H 
f^-fy alkenyl substituted with 0-3 R l2a ; 
Oz-Cn alkynyl substituted with 0-3 R* 2a ; 
Ctf-Cio A»yl Milwtitited with 0-4 Rl2b ; 
C3-C10 caiboeycle substituted with 0-4 R J ^; or 
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Mo 10 membered heterocyc:1« amtaimug 1 to 4 hetetoatoma selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 mcmbcred heterocycie is substituted with 
0-3 R^b ; 

r12 ? at each occurrence, imleptmdently selected from 
C.(>-Cio aryl substituted with 0 4 Kl2b ; 
C3-C10 carbocycle substituted with 0^ R 121> ; or 

5 to 10 membered hcicrucycle containing 1 to 4 hctcroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 mcmbcred heterocycie is substituted with 
<K3R 12b ; 

£l2a a [ each occurrence, is independently selected from 

II, OH, CI, F, Br, I, CN f N02, NR15r16, -C(0)NR 15 R 16 , CF3, acetyl, SCH3, 

S(-0)CH^S(=0)2CH3 5 

Cl CG alkyl, C1-C4 alkoxy, C^C4 haloalkyl, 

C1-C4 haloalkoxy, or C1-C4 halonJVyl-S-; 

R 12l5 5 at each occurrence, is independently selected from 

H, OH, Cl, F, Br, I, CN, NO^NR^R 1 *, CF3, acetyl, SCHj, S(=0)CII 3 , S(-0)2CH3. 
C1-C6 alkyl, C1-C4 alkoxy, C1-C4 haloalkyl, 
C1-C4 haloalkoxy, and Ci-C4halu«lkyl-3-; 

^, at each occurrence, is independently selected from 

H, OH, C1-C6 "Ikylp ^1-^4 alkoxy, Cl, F, Br, I, CN. NO2. NR l5 R 16 f and CF3; 

R 14 is H, phenyl, bai/.yl, Ci-Cg alkyl, C2-C6 alkoxyalkyl, or C3-C6 cycloalkyl; 

Rl4a is H, phenyl, benzyl, or C1-C4 alkyl; 

R 15 . at each occurrence, is independently selected from H, C1-C0* alkyl, benzyl, phenethyl, (Cl 
Cf> alkyl) C(-0) > and (Cl -Cfi alkyI>Sf=0)2S 

R 1fi , at each ocourrenoe, ie independently selected from 

11 
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H, OH, Ci-Cfc alkyl, benzyl phenethyl 

(C|-Ce alkyl)-CeO)-, and «J1-C6 alky]) S(=0)2-; 

Rl7 i s h, Ci-Ce alkyl C2-C6 alkoxyalkyl, 
aryl substituted by 0-4 R 17a , or 
-CH2-aryl substituted by (M K 1 7 *; 

r!7* is H, methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, butoxy* -OH, F, CI, Br, I, 
CF3, OCF3, SCH3, SfOKJH}, S02CH3, -NHjj, -N(CH3)2, or C1-C4 h»1t>Jilkyl; 

Rl8 ( at each occurrence, is independently selected from 
H, Cl-Cg alkyl, phenyl, benzyl, phenediyl, 
(C1-C6 alkyl)-C(=0)- 7 and (C1-C6 a1kyl)-S(-0)2S and 

r19 > at each occurrence, ie independently selected from 
H, OH, Ci-Cs alkyl, plmnyl, Iraizyl, phenethyl, 
(C1-C6 Hlkyivq-O)-, and (Ci-Ce alkyl)-S(-0)2-: 

provided, when R*3 i s H f 
then Z is H; 

C4-C8 alkyl substituted with 1-3 R 12 ; 

C2-C4 alkenyl substituted with 1-3 R 17 ; 

C&C/\ atkyiiyl substituted with 1-3 R 12 ; 

Cj-Cg alkyl substituted with 0-5 R l2a ; 

Qj-Cv| atkeriyl substituted wilh 0-3 R 12a ; or 
C2-C4 alkynyl subsliluted with 0-3 R 12a . 

2. (PREVIOUSLY AMENDED) A compound, according to Claim 1, of Formula (la): 
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or aphannaceutically acceplflhk salt thereof, 
wherein: 

ZisH; 

Ci-Cg alkyl substituted with 0-3 R 12a ; 
C2-C4 alkenyl substituted with 0-3 Rl2a> or 
C2-C4 alkynyl substituted with W R 12a . 

3. (PREVIOUSLY AMENDED) A compound according to Claim 2 of Formula (la) 

K 3 K 3a 6 ^ 

or a phariD Hr^i ilic:a11 y acceptable salt thereof) 
wherein: 

R^is (CR 7 R 7a )n-R 4 , 

-(CR 7 K 7a )u-S-(CR 7 R 7a )nrR 4 , 
-(CR 7 R 7a )n-0-(CR 7 R 7 ^)m-R 4 , or 
.(CR 7 R 7a ) n -N(R 7b )-(C:R 7 R 7a )m-R 4 ; 

nisO, l ? ar2; 

misO, l,or 2; 

R 3a is H, Oli methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, butoxy, allyl, or 
3-buten 1 yl; 

RlisH, OH, OR* 4 *, 

C1 -C'6 alkyl substituted with 0 3 R 4a , 
C2 -Cf, alkenyl substituted with 0-3 R^a 

13 
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C2 C6 alkynyi substituted with 0-3 R 4a , 
C3-C10 carbocycle substituted with 0-3 R 4b , 
C6-C10 aryl substituted with 0-3 R 4b or 

5 to 10 memberal liciciocyclc containing 1 to 4 hctcroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to lOmembared heterocycle is substituted wilh 
0-3 R 4b ; 

R 4a , at each occurrence, is independently selected ftiwn H, F, CI, Br, I, CF3. 
CJ^-Cio carbocycle substituted with 0-3 R 4b 
C6-C10 uryl substituted with 0-3 R 4 *, or 

5 m 10 mcmbered heterocycle containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said h to 10 membered heterocycle is substituted with 
0-3 R 4h ; 

R 4b , at each occurrence, is independently selected from II, Oil, CI, F, Br, L CN, NQ2-. 

NR 15 R 16 , CF3, acetyl, SCH3, S(=0)CH3, S(=0) 2 CH 3> Ci-Ce «*yl, C1-C4 alkoxy, 
C1-C4 haloalkyl, and C1-C4 baloalkoxy;, 

R^ie H, OK 14 ; 

C1-C6 alkyl snbstituled wilh 0-5 R5b ; 
C 1 -C6 alkoxy substituted wilh 0-3 R 5b ; 
C2-C6 alkenyl substituted wilh 0-3 R 5b , 
C2-C6 alkynyi substituted with 0-3 R$ b ; 
C3-C10 carbocycle substituted with 0-3 R5^ 
Cfi-ClO aiyl substituted with 0-3 R 5c ; or 

5 to 10 mcmbcrcd hotcrocyclc containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membered heterocycle is substituted with 
0-3 R5c ; 

R5aisIIorCi-C4alkyl; 

R 5 *, at each occurrence, is independently selected from: 

H, C1-C6 alkyl, CF3, OR* 4 CI, F, Br, I, =0, CN, NOi, NRl5 R 16 ; 

14 
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Qj-Cio carbocycle substituted willi 0-3 R^ c ; 
Cfi-ClO aryl Bubetituted with 0-3 R 5c ; or 

5 to 10 mcmbcrcd heterocycle contaitung 1 to 4 heteroatoms seized from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membered hderoeynle is substituted with 
0-3 R 5c ; 

r5c a t each occurrence, is Ualcspeaidently selected from H, OH, CI, F, Br, I, CN, N02, 

NR15RI6 CF 3 , acetyl, SCH 3 , S(=0)CH 3 , S(-0)2CH3. Cl-C6 alkyl C1-C4 alkoxy, 
C1-C4 haloalkyl, and C1-C4 baloallcaxy; 

R r » is H, methyl* or ethyl; 

R*', at each occurrence, is independently selected from H, OH, CI, F, Br, I, CN, NO& CF3, 
phenyl and C1-C4 alkyl; 

R7a ( at each occurrence, is independently selected from H, OH, CI, F, Br, 1, CN, NO2, CF3, and 
C1-C4 alkyl; 

R7b is independently selected from IT, methyl, ethyl, propyl, and butyl; 



Ring H is selected from 




R is H, C(=0)Rl7 C(-0)OR^ 7 C(-0)NRlS^l9 

S(-0)?,NR 1 8Rl 9 S(=0)2R 17 ; 

Cl -Cfi alkyl optionally substituted with 0-2 Rlto; 

15 
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C-6-Cio aryi substituted with 0 4 R 10b ; 
C3-C10 caihocyclc substituted with 0-3 R 10b ; or 

5 to 10 membered betwucyclfi containing 1 to 4 hctcroatomfi selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membered heterocycle is substituted with 
0-3R l0b ; 

R*0a at each occurrence, is independently selected from H, Ci-Cfc alkyl, OR 14 , CI, F, Br, I, -O, 
CN, NO2, NR 15 R 16 , cF 3i or phenyl substituted with 0-4 Rl0b ; 

RlOb a t eaeh occurrence, is independently selected from H, OH, Ci-Q> alkyl, C1-C4 alkrnry, 
H, F, Br, I CN, NO2, NR 1 S R 16 , or CFi; 

Rl ' > at each occurrence, is indeperulenlly selected from 

H, C1-C4 alkoxy, CI, F, Br, 1, CN, N02, NR*8r19 C(=0)R", C(=0)ORl 
C(=0)NR18r19, S(-0)2NR l8 R 19 , CF3; 
C1-C6 alkyl optionally substituted with 0-3 R' ,a ; 
Qj-Cio aryl subKliuiLed with 0-3 R llb ; 
C3-C10 carboeycic substituted with (W R llb ; or 

5 to 10 membered heterocycle containing I to 4 hetenoatoms Knitted from nitrogen, 
oxygen, and sulphur, -wherein said 5 to 10 membered keierocyclc is substituted with 
U-'JR 1lb ; 

Rl la at each ucamence, is independently selected from & CI-C6 alkyl. OR 14 , CI, F» Br, I, =0, 
CN, NO2, NR15r16 f CF3, or phenyl substituted with 0-3 R 1 lb ; 

r! lb, at each occurrence,, is independently sel«:ieil (rum 

TT, OTI, CI, F, Br, I, CN. N02. NR 1 ^R 1 ( \ CF3, acetyl, SCm, S(=0)CH3, S(=0)2CH3, 
Cl-Ce alkyl, C1-C4 alkoxy, CM -U haloalkyl, and C1-C4 holoalkoxy; 

ZisH, 

Cl-Cg alkyl substituted with 0-3 Rl^ 
C2-C4 alkenyl substituted with 0-3 R 12a i or 
C2-C4 alkynyl substituted with 0-3 R^ 

lb 

110163276V} 
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Rl2a y a t each occurrence, is imlq*eudently selected from 

H, OH, CI, F, Br. L CN, N02, NR^rW, CF3, acetyl, SCH3, S(=0)CH;}, S(-0) 2 CH3, 
Ci-C6 alkyl C1-C4 alkoxy, C1-C4 haloalkyl and C1-C4 haJoalkuxy; 

r13 ? pt each ocuurieuce, is independently selected from 

H, OH, Ci-Cf, alkyl, Ci -C4 aDcoxy, CI, F, Br, 1, CN, NO2, NR^R 16 , and CF3; 

R 14 is H. phenyl benzyl, Ci -Cfi alkyl, or C2-C6 alkoxyalkyl; 

R 1 * 1 * ^ phenyl, benzyl, methyl ethyl propyl, or butyl; 

R 15 , at each occurrence, is independently selected from H, Ci-Cg iilkyl, benzyl, phenethyl, (Ci- 
C6 alkyl)-C(=0)-, and (C]-C6 alkyl>SH>)2S 

Rl6, at each occurrence, is independently selected from 
H, OH, Ci-Cft alkyl, benzyl, plienethyl, 
(C1-C6 alkyl)-C(=0h and (Cj-Ce alkyl)-S(=0)2-i 

RlV is H, Ci-C^ alkyl, C2-Q> alkoxyalkyl 
aryl substituted by 0-4 R 17a 3 or 
-CH2-aryl subsh'Uiltul by (M R 17a ; 

K 1 7a is H, methyl ethyl, propyl, butyl, methoxy, etboxy, prupuxy, buluxy, -OH, F, H, Br, T, 
CF3, OCF3. SCH3> S(0)CH3, SQ2CH3, -NH?., -NlCHte, or Ci -C4 haloalkyl; 

R15, at eacb occurrence, is independently selected from 
H, Ci-Crt alkyl, phenyl benzyl phenethyl, 
(Ci-Cfi alkyl)-C(=0)-, and (C1-C6 alkyl>S(=0)2S and 

Rl9 f at each occurrence, is independently selected from 
II, OH, Ci-Cfi alkyl phenyl, benzyl, phenethyl, 
(Ci-Cc. alkyl) C(=0)-, and (Ci -C6 alkyl)-S(=0)2-. 
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4. (PREVIOUSLY AMKNUKD) A compound according to Claim 3 of Formula (la) 



or a pharmaceutical^ acceptable salt thereof; 
wherein: 

R3i*-(CHRV R4 > 
nisOor 1; 

R 3a isH, OH, mftthyl, ethyl, propyl, butyl, mctboxy, ethoxy, propoxy, butoxy, allyl, or 3-buten- 



R 4 is H, Oil, OR 14a , 

C1-C4 alkyl substituted with 0-2 R 4a > 

C2-C4 aikenyl substituted with 0-2 R 4a , 

C?. C4 alkynyl substituted with 0-1 R 4a , 

Cs-Cfi carbooycle substituted with 0-3 R 4b , 

C6-C10 aryl substituted with 0-3 R*, or 

5 to 6 membercd hctcrocyclo containing 1 to 4 hctcroatoma selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocycle is substituted with 0- 



PAGE 1 9/50 * RCVD AT 7/1 5/20 W 4:57:32 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/4 * DNIS:8729305 * CSID:203 965 8227 1 DURATION (mm-ss):10-42 




(la) 



1-yl; 



3 K 41> ; 



R/l* al cadi ucvuncuce, is independently selected from II, F, CI, Dr, I, CFj, 
C.2-C4 carbocyclc substituted with 0-3 R 4b , 
phenyl substituted with 0-3 

R 4b ,or 
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5 to 6 membered heterocycle containing 1 to 4 hcteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocycle is substituted with 0- 

B 4b , at each occurrence, is independently selected from H> OH, CI, F, Br, I, CN, N02, 

NR15R16 CF3, acetyl SCH*. S(-0)CH3, S(=0)2CH 3 , C1-C4 alky), C1-O3 alkoxy. 
C^C2 haloalkyl, and Cj C2 haloalkoxy, 

r5 isH, OR 14 ; 

C1-C4 allcyl cubetituted with 0-3 R 5b ; 
C2-C4 alkenyt substituted with 0-3 R 5b ; 
C2-C4 alkynyl substituted with 0-3 R^b; 

R5& is H, niclhyl, ethyl, propyl, or butyl; 

R 5b , at each occurrence, is independently selected from: 

H, methyl, ethyl, propyl, butyl, CF3, OR* 4 CI, F, Br, I, -O; 
C3 C(J carbocycle substituted with 0-3 R 5c ; 
phenyl substituted with 0 3 R 5c ; or 

5 to 6 membered heterocycle containing 1 to 4 heteroatoms se1«:i.nl fiom nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocycle is substituted with 0- 
3R 5c ; 

R5c ? ^ each occurrence, is independently selected from H, OH, CI, F, Br, I, CN, N02, 

NR^R 1 * CF3, acetyl, SCH3, SK0CH.1, S(~0)2CH3, Ci -C4 alkyl, C1-C3 alkoxy, 
C1-C2 haloalkyl, and C1-C9. haloalkoxy; 

R«is H; 

R?, at each occurrence, i£ independently selected from H, F, CF3, mtitliyl, and ethyl; 
RingB is selected from 
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RlO is H, C(=0)R 17 , C(=O)0R 17 ; 

C1-C4 alkyl optionally substituted with 0-i R 10a ; 

phenyl substituted with 0-4 Rl° b ; 

f!3-Ce carbocyclc substituted with U -3 RlOb ; 0 r 

5 to 6 membered heiemcycle containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 mcmbered heterocycie is substituted with 0- 
3Rl<*; 

R 104 is selected from H* Ci-C, alkyl, OR 14 , CI, F, Br, 1, =0, CN, NQz, NR 13 R ld , CF h or 
phenyl substituted with 0 4 R l0t ; 

RlOb a t each occurrence, is ijulftpcndcntly selected from H. OH, C1-C4 alkyl, Ul CJ^ alkoxy, 
CI, F, Br 3 1, CN, NOi > NR*** 1 * u, CF3; 

r! 1 is selected from 

H f C1-C4 allwxy, CI, F, NR «R W, C(-0)R 17 , C^OR 1 7 , CF3; 
C l-Cg alkyl optionally substituted with 0-3 R 1 la ; 
Cfr-ClO aryl substituted with 0-3 R llb ; 
C3-C6 carbocyclc substituted with 0-3 RlM>; or 

5 to 6 membered heterocycie containing 1 to 4 heteroatoms selected from triinigen, 
oxygen, and sulphur, wherein said 5 to 6 membered heleiocyde i* substituted with 0- 

K 1 la , at each occurrence, is independently selected from H, C1-C4 alkyl, OR 14 , F 7 =0, 
Nr15r16 CF3, or phenyl substituted with 0-3 R llb ; 
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R 1 lb at each occurrence, ia independently selected fromH, OH, CI, F, N*15r16, CF3, C1-C4 
alky], C1-C3 alkoxy, Ci Ct haloalkyl, and C1-C2 haloalkoxy, 

ZisH; 

C1-C4 alJcyl substituted with 0-3 R 12a i 
C2-C4 alkenyl substituted with 0-3 R 12 * or 
C2-C4 alkynyl substituted with 0-3 Rl2a; 

R 12a at each occurrence, is independently selected from 

H, OH, CI, *\ Nr15r16, CF3, acetyl, SCH3, S(-0)CH 3> S(-0)2ai 3 > C1-C4 alkyl, 
Cl-C^ aflcoxy, C1-C2 haloalkyl, and Ci-Ca haloalkoxy; 

R 13 . at each occurence, is independently selected from 

H, OH, C1-C6 alkyl, Q-C4 dkiuy, CI, F, Br, I, CN, N02, NR'% 1 c \ and CF3; 

Rl4 is H, phenyl, benzyl, C1-C4 altyl ™ c <2-?4 alkoxyalkyl; 

r!5, at each occurrence, is indeptuidewtly selected from H, C1-C4 alkyl benzyl, phenethyl, (Cl- 
C4 alkyl)-C(=0)-, mid (C\ -C4 alkyl)-S(=0)2S 

R*6» a t each occurrence, is independently sealed faun 
H, OTT, C1-C4 alkyl benzyl, phenethyl, 
(C1-C4 alkyl)-C(=0)-, and (Ci -C4 alkyl)-S(=0)2s 

R 17 is H, methyl, ethyl, propyl butyl, methoxymethyl, ethoxymethyl, methoxyethyl, 
cthoxyethyl 

phenyl substituted by U-3 or 
-CH2-phenyl substituted by 0-3 R I7a ; 

Rl7a i s h, methyl, ninllurxy, -OH, F, CI, CF3> or OCF3; 

r!8 ? at each uuuurawft, is independently selected firom 

H, methyl, ethyl propyl butyl, phenyl benzyl, and phenethyl; and 
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Rl^, at each uccunenne, is independently seleoted from 
H> methyl, and ethyl, 



5* (Canceled) 



6i (Previously Amended) A compound according to Claim 4 of Formula (Ic): 

0 R 5 

H 2 N' 




R 5 H 0 



(Ic) 



or h phai fnaceutically acceptable salt thereof 
wherein 



R* isR 4 

R.4 is C1-C4 alkyl substituted with 0-1 R 4a , 

C2-C4 alkenyl wtati tilted with 0-1 R 4a . or 
C2-C4 alkynyl suhMtiluicJ with 0-1 R 4a ; 



R 4a is selected from 
H.F.CF3> 

C3-C6 carbocyclc substituted with 0-3 R 4b , 
phenyl substltvtnl with 0-1 R 4 *>, or 

5 to 6 nicmbcrcd hcterocyele containing 1 to 4 hctcroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocycle is substituted with 0- 
3 R 4b ; wherein said 5 to 6 membered heterocycle is selected fiom pyridinyl, 



21 

11016327&vl 

PAGE 23150 ' RCVD AT 7/1512004 4:57:32 PM [Eastern Daylight Time] ' SVR:USPT0-EFXRF-1/4 ' DNIS:8729306 * CSID:203 965 8227 * DURATION (mm-ss):1(M2 



JUL 15 2004 17:00 FR PILLSBURY UINTHROP 203 965 8227 TO 917038729306 



P. 24 



U.S.AppL Nr>. 09/505,783 
Response lO Office Aeliun Mailed 12/12/02 

pyrimidinyl, i.riay.iiiyl fiiranyl, thienyl thiazolyl, pyrrolyl, piperazinyl, pipeuidinyl 
pyrazuly), imidazolyl oxazolyl iaoxazolyl and tetrazolyl; 

R*b a t each occurrence, is independently wbctol from II, OH. CI, F, MR 1 5 R 16 , CF3, acetyl, 
SCJU3, S(=0)CH3, S(=0)2CH3, msihyl. ethyl, propyl, butyl mcthoxy, ethoxy, propoxy, 
Cl C2 haloalkyl, and C1-C2 haloallcoxy; 

K* 5 is Cl C4 alkyl substituted with 0-1 R 5b ; 
C2-C4 alkenyl substituted with 0-1 

R5b- 

C2-C4 alkynyl substiaited with 0-1 R5b, 

R 5 b j s gdected from; 

H, methyl, ethyl, propyl butyl, CF3, OR 14 , -0; 
C3-C6 carbocycle substituted wiili 0-2 R 5c ; 
phenyl substituted with 0 3 R 5c ; or 

5 to 6 membered heterocycle containing 1 to 4 hetenwUmis selected from nitrogen, 
oxygen, and sulphur, wherein said 5 lo 6 memhercd heterocycle i9 substituted with 0- 
3 r5o; wherein said 5 to 6 membered heterocycle ia 3cleoted from pyridinyl, 
pyrimidinyl, tria*myl fuianyl thienyl, thiazolyl, pyrrolyl, piperazinyl piperidinyl, 
pyrazolyl, iwidazolyl nxazolyl isoxazolyl, and tetrazolyl; 

R5c, at each occurrence, is independently selected from H, OH, Cl 7 F, NR^R 1 * CF3, acetyl 
SCH3, S(=0)CH3, S(=0)2CH3, methyl, ethyl popy\ butyl mtOhoxy, ethoxy, propoxy, 
Cl -C2 haloalkyl, and C1-C2 habalkoxy, 

Rl J is selected from 

H,NR1$r19 CFj; 

C1-C4 alkyl optionally substituted widi 0-1 R lla ; 

phenyl substituted with 0-3 R llb ; 

cHrtwr.ynln substituted with 0-3 R 1 lb ; and 
5 to 6 membered heterocycle containing 1 to 4 hetcroatonw selected from nitrogen, 
uxyge,! i, aiwi sulphur, wherein said 5 to 6 membered heterocycle is substituted with 0- 
3 r1 lb ; wherein said 5 to 6 membered heterocycle is selected from pyridinyl 
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p>Timidinyl triazinyl, funmyl thienyl, (hiazulyl, prolyl, pipcrazinyl piperidinyl, 
pyrazolyl, imidazolyl oxazolyl isoxazolyl, mid tetrazolyl 

Rl la i B selected from H, C1-C4 alkyl, OR 14 , F, -0, NR 15 R 16 , CF 3) or phenyl substituted 
with 0-3 H llb ; 

Rllb, at each cuxunence, is independently selected from H, OH, Cl> F, NR«R« CF3, methyl, 
eihyl piopyl, butyl mcthoxy, cthoxy, propoxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

ZisH; 

C1-C4 alkyl substituted with 0-3 K 12 * 
C2-C4 alkenyl substituted with 0-3 R 12a » or 
C2-C4 alkyiiy) substituted with 0-3 R 1 2 *> 

r1 2a^ a t each occurrence, is independently selected from 

H, OH, CI, F, NR 15 R 16 S CF3, acetyl, SCH3, S(=0)CH3, S(=0)2CH 3 , methyl, ethyl, 
piopyl, butyl, methoxy. cthoxy, propoxy, Cl -C2 haloalkyl, and C1-C2 haloalkoxy; 

R^ at each occurrence, is independently selected from 

H. Oil, methyl, ethyl, propyl, butyl, methoxy, ethoxy, Cl, F, Br, CN, NR l5 R ,6 , and CF3; 

is H, phenyl, benzyl, methyl ethyl propyl or butyl; 

Ri5 ( ^ each occurrence, is independently selected from H, methyl, ethyl propyl and butyl; 

at each occurrence, is independently selected from 
H, OH, methyl, ethyl, propyl, butyl, benzyl pheiwihyl, Tnclhyl-C(-0)-, ethyl-C(=0)-, 
methyl-S(-0)2-, and ethyl-Sf-O)?-; 

Ri8 t at each occurrence, is independently selected from 

II, methyl ethyl propyl, butyl, phenyl benzyl, and phenethyl; and 

Rl9 | at each occurence, is independently selected Iruw 
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II, methyl, and ethyl. 



7. - 9 (Canceled) 



10. (Currently Amended) A compound, according to Claim 6, wbercin: 

R5 is -CH3, CH2CH3, -CH2CH2CH3, -CH 2 CH2CH2CII3 ; 
<:H(CH3)2, -CH(CH3)CH2CH 3 , -CH 2 OT(ai3)2. 
-CH2CFJ, .CH2CH2CF3, -CH2CH2CII2CF3, 
-CH<H2, -CH2CH-CH2, -CIl2C(CH3)=CH2, 
^H2CH 2 CH=CH2, 
cis.CH2CH-CH(ai3), 
trans-CH2CH^H(ai3), 

-C=CH, -C1I2C=CH. -CH^C XJfCHD ^ ^COCH, €K2 &W€B&. 
r.yclopropyl-CH2-, cycloburyl-CH2-, cyclopentyl-CH2-, r.yr.ln1icxyl-CIl2-. cyclopropyl 

cii2ai2-. 

cydobutyl CH2CH2-, cyclopentyl-CH 2 CH2-, 

cyclohexyl CH2CH2-, phenyl-CH2-, 

(2 r-phenyi)CH2-, (3-F-phenyl)CH2-, (4-F-pheiiyl)CIl2-, 

(2-Cl-phenyl)CH2-, (3-Cl-plieuyl)CH2-, (4.Cl-phenyl)CH2-, 

(2,3-dLF-phenyl)CH2-,(2,4-diF-phcnyl)ai2-. 

(2,5-diF.pbeny1)rH2-,(2,fr<iiF-phcnyl)CH2-. 

(3.4-diF-phenyl)CIl2-, (3,5-diF-phcnyl)CH2 , 

(2,3-diCl-phcnyI)CH2-. (2.4 diU pfaenyl)CH2-, 

(2.5-diCl-phcnyl)CH2 , (2,6-diCl-phenyl)CH 2 -, 

(3,4diCl-phenyl)CH2-,(3,5.dia-phenyl)CH2-, 

(3 F-/|-a-phenyl)CH2-, (3-F-5-Cl-phaiyl)CH.2-, 

(3-Cl-4-F-phenyl)CH2-.pheiiyl-CH2Cn2-, 

(?.-F-p1icnyl)Cn2CIl2-. (3-F-phcnyl)CH?CH2 , 

(4-r-phcnyl)CH?.CH2-,(2-Cl-pheiiiyl)CH2CH2-, 

(3-C1 phenyl)CH2CH2-, (4-Cl-pbenyl)CH2CH2-, 
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(2,3-diF-phenyl)CH2CH2-, (2AdiF-phaiyl)CH2^H 2 -, 
(2.5 diF-phenyl)CH2CH2-, ^-diF-pl.taiylJCItaCIfe-, 
(3,4 diF-pheDyl)CH2CH2-, (3,5-diF-phenyl)CH2CH2-, 
(2,3-dia-phenyt)CH2CHj- ) (2 > 4-diCl-phcnyl)CH2CH2-, 
(2,5-diCI-phenyl)CH2CH2-,(2,6-diCl-phcnyl)CH2CH2-, 
(3 ( 4-diCl-phenjy1)rW2CH2-,(3,5-diCl-phcnyl)CH2CH2-, 
(3-F4-CUphf.ny1)ai2CH2-, or (3-F-5 U phenynCH2CH2-, 

rS i, . C H 3 , -CH2CII3, -CH2CH2CH1, -CH(CH3>2, -CH2CH2CH2CH3, 
-CH(CH3)CII2CH3. -CH2CH(CH3)2, -CH2C(CH 3 ) 3 , 
-CII2CH2CH2CH2CH^ -CH(CH 3 )CH2CH2CH3, .CH 2 CH(CII 3 )CIl2CH 3 . 
-CH2CH2CH(CH3)2, CH(CH2CH 3 )2, -CH 2 CF 3> .CH 2 CH2nF 3 , 
-UH2CH2CH2CF3. -CH2CH2CH2CH2CF3. -CH=CH 2 , -Ol2CH=CH2, 
-CH-CHCH3, cis^H2CH=CH(CH-j), Iraiis-C.H2CH=CII(CII3), 
trans-CH 2 CH=CH(C6H5), ~CH 2 ™=<XCH3)2, cis-OfeCH-CHCB2CH3, 
tranfi-CH2CH=CHCH2CH3,r.i.s.CH2ai2CH=CH(CH3). 
lraiis.CH2CH 2 CH==CTl(ai3Xtrans-CH2CH-CH(;H2(C6H5J, 
.r=r» .rr^^" 1 " -riTo(: g c:(c:mv-C H9C5C(CflHO. 
.riTormrJcH. ^racH^ egacH Vt. -CH?CH2C=CfC^ HO. 
caciL - ci fec oeHt CMa cuc(CB3)y-GHgCBC(C6H5k 

-Gfl 2 €HaGG€H, -CH3^fla CGC(CH^ ), CH^CBa CSg^Bs^ 

cyclopropyl-CH2 3 cyclol)utyl-CH2-,cyclopeniyl-CH2-, 

cyclohexyJ-CH2-, (2-CH3-cyclopropyl)CH2-> 

(3-CH 3 -cyclobutyl)CH2-, 

cyclopropyl-CH2CK2-,cydobutyl-CH2CIl2-. 

cyclopentyl-CH2rH2-,tyclohexyl-CH2CH2-, 

(2-CH3-cyclopiwl)CIl20l2-,(3-CH3-cyclobutyl)CH2CH2-, 

phenyl-CH2-. (2-F-phenyl)CH2-. (3 K phenyl)CH2-> 

(4-F-phcnyljCH2-, furanyl CH2-, thienyl-CH2-, 

pyridVi UH2-, l-imidazolyl-CH2-, oxazolyl-CH2-, 

isoxazolyl-CH^-, 

P hmy|.rH2CH2-, (2-F'phenyl)CH2ai2-, (3-F-phcnyl)CH2CH2-, 
(4-F-phenyl)CH2CH2-, i'uranyl-CH2CH2 , thienyl-CH2CH2-, 
pyridyl CH2CH2-, l-imidazolyl-CI^CIQ-, oxazolyl-CH2CH2-, 
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iso*azolyl-CH2CH?. : 
Z is methyl, ethyl, i-propyl, n-propyl, n-butyl, i-butyl, s-butyl, i-buiyl, or albyl; 

ft ^iall^ methyl) eth yl, p henyl , banayl, phuuertiyH 

4 - F - phonyl, (i F pl i euyPCIU » ( 4 F phcny [)CHa€Hjh 
4 - G pliuujl, (1 CI phenyOCHa -rH-Cl- phCByDO ^eitiT 
4^» 3 . phinyl, (1 CHj. phcnylJCH fr* (4 phcnyl)Clfa Cg2-7 
4-€F 3 phcnyU ( 4 CF? -pfccnyl)GHi-rW 

Rl 1, at each occurrence, ia independently selected from 
H, [1=0]]. mcthyL ethyl, phenyl, benzyl, phenethyl, 
4-F-phenyl, (A-F-pkenylJfHj-, (4-F-phcnyl)CH?CH2-, 

3- F-phenyl, O-F-iilienyDCIfc-, (3-F-phcnyl)CH2CH2-, 

2- F-pheoyl, (2-F-phenyl)CH2-, (2-F-pnenyl)CH2CH2-, 

4- Cl-pl»enyL (4-Cl-phcnyl)CH2-, (4 a-phenyl)CH2CH2-, 

3- Cl-phcnyl. (3-Q-phenyl)CH2-, (3-Cl-pheny1)CH 2 CH2-, 

4- CIU-phcnyl, (4-CH3 phenyl)CH2-, (4-CH3-plraiyl)CH2^T2-, 

3- CH3-phenyl, (3-CH3-phenyl)CH2-, (3-CH3-ph«iyl)CIl2CH2-, 

4- CFi-phenyl, (4-CF3-phenyl)CH2-, (4-CF3-phenyl)Cll2CH2-, 
pyrid-2-yl. pyrid-3-yl, or pyrid-4 yl, and 

at each occurrence, is independently selected Com 
H, F, CI, Oil, -CH3. -CH2CH3. -OCH3, or -CF3. 

11. (PREVIOUSLY AMENDED) A compound oooording to Claim 2 selected from: 

(2R.3S) Nl-Ll,3-dihydro-l-methyl 2 oxo-5-phenyl-2H-lAbeDZodisuepm-3-yl]-?-(?.- 
methylpropyl) 3-allyl-butanediamide; 

(2R,3S) N1.-[1^-clihydn>-l-iuethyl-2-oxo-5-phenyl-2H-l,4-bcnzodiozepin 3 yl]-2-(2- 
iiiethylpropy1)-3-propyl-butancdiainidc; 
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(2R,3S)NH(3S) U^lihydro4-methyl^^ 
mcthylpropyl)-3 aHyl-butanediamide; 

pR,3S)Nl-[(3R)-t,3HUhydfv-)-mcthyl-2-oxo-^ph^ 
methylpropyl)-3-ally1-huLanediaiiiidc; 

(2R,3S)Nl-[(3R)-l,3-dihydro-l-mcthyi-2-oxo 5-pheayWH4,4-bai^<]iazepiiivVyl]-2-(2- 
meihylpi opy1)-3 -propyl-butancdiamide; 

(2R,3S) Nl-[(3S)-U-dihydro l-raethyl-2^xo-5-pheuyl-2HO,4-hcn2Mdia2cpin->ylJ-2<Z^ 
nrcthylpropyl>3-propyl bntanediamide; 

(2R< 3S) N 1 -f 1 , 3-dihydro- 1 -mBihyl-2-oTo-5-phcnyl-2H- 1 ,4-bcnzodiozepin-3-yf|-2-Tnethyl-3 - 
aliyl-butanedi amide; 

(2R.3S) Nl-[(3S)-l,3-dihyHi*n-l ^iethyl-2-oxo-5-phenyl 2H l^-benzodiazepin-S-yll^-uietbyl- 
3-aUyl-bulaiiediarmdc; 

(2R,3S) Nl-[(3S)-1.3-dihydro^mct^ 
3-propyl-butancdiftmide; 

(2R) Nl-ll,3-dihydro-l-metibyl-2-oxo^-phenyl-2H-l > 4-bcrr/A>diazepm-3-yl]-2-mcthyi- 
butancdioraide; 

(2R,3S) Nl-[l,3-dihyibu-2HMi>5-p^^ (2 methylpr0pyl)-3- 

allyl-biTtanetli«jnulc; 

(2R.3S) Nl-[l>dihydro4-nicthYU^ 
mcthylpropyl)-3-allyl- butanediamide; 

(2R,3S)Nl*[(3S)-l>dihydro^:me^ 2 
(2-methylprupy t)-3-atl yl -hiitancdi amide ; 
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<2MS)m<3«-1.3^hyta^ l,4-benzodia2epiii-3-y1]- 
2-(2-methylpropyl>3-sUyl-biUHued i ami dc; 

(2R > 3S)Nl-[l,3-diliydrn.l-mcthyl-2-OJCO-5 (2 fluorophenyl)-7<'Mom^^^ 
yl]-2-(2-mciliylpnf>pyl)-3-allyl-butftn^amide; 

(2R,3S)N1-[OS)-1.3-dihydro 1 .methyWpOx^ 
henzodiazq»nO-ylJ-2^2-m^^^ 

(2RJS) Nl-F(3RH,3-di^^ 
benzodiazepin-3-yl]-2-(^^^ 

(2S,3S)NU(l>cffliydit^ 
methylpropyO-^-ally^utenodiamide; 

(2R,3S) N1-[(3S)-U dihydro^^nethyW^^ 3-yl]-2- 
(2-methylpropyi)-3 propyt-butanediamide; 

{1£K^S) Nl-[(3SH,3^ihy(h^^ 
benzodiazepm-3^yl]-2«(2~ni^ 

(2R J 3S)Nl-[l,3-di1iydro-l-mcthyl-2-oxo-5 (4-fluoFOphenyl)-2H-l,4-bai2odia7.qrinO-yl]-2-(2- 
metliylpropyl)-3-allyl-butQnediamide; 

(2RJS) NW(3S)-l>(Uhyd^^ 

2-(2 methylpropyJ)-3-allyl-butaricdiauiidfi; 

(2R,3S) Nl-KTORMihydr^ 
2-(2-in«thylprapyl)-3-aUyl-butwcdiamid©; 

(2K,3S) Nl-r l 9 3-ditaydro-l-metfcyl-2-oxo-5^ 2 (2- 

methylpropyl)-3-allyl-biitBnciliainide; 



110l63276vl 

PAGE 30150 1 RCVD AT 7/1512004 4:57:32 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/4 " DNIS:8729306 * CSID:203 965 S227 " DURATION (mm-ss):1M2 



JUL 15 2004 17:02 FR P I LL5BURY WINTHROP 203 965 8227 TO 917038729306 P. 31 



U.S.Appl. No. 09/505,788 
Response to Office Action Mailed 12/12/02 

Page 30 oi 9 3 

methylpropyl)-3 -al)y1-1iut2iiediamidc; 

(2B^S)Nl-[U-dihydro-l-methyl 2^xo-5<dimethylamiua>2H-l>l)enzodiazepin-3 yl]-2-(2- 
riiethy1pix)pyl)-3-allyl-butoi«diamide; 

(2H3S) NHU^y*o4-rae*yl-2^ l 3 ^l-benzodiazepin- 
3-ylJ-2^2-methyipropyl)-3-aUyl-bulaiie<iiamide; 

(2R^S)NHU^fliy^ 
methylpTopyl)-3-al1yUhutanediamidc; 

(2R^S)Nl-[l,3^ydro4-methyi-^^ 
(2-methy!pjT^yl)-3-aliyi-lratanediamide; 

(2R,3S) Nl-f'1,3 dihydro4-methyl~2-oxo-5-(3-met^^^ 
(2 methylpropyl)-3- allyl-b ulantJia m Me; 

(2R,3$) Nl-[l,3-dihydin-1 -mcthyl-2-oxo-5-(pyrid-4 yD-'2H-l,4-beiizodiazepin-3-yl]^-(2- 
raetbylpropyl)-3-allyl-1)utaiicdiaiTude; 

N1-[l f 3-dihydio-l-nicthyl-2-oxo 5 phenyl -7-methoxy-2H-l ? 4-bciJzodia7eptn-3-yl]-2-(2' 
methylpropyl>3-aUyl-butanediamide; 

(2R,3S) Nl-[l,3-dihydro-l-melhy^ 3 yll-2-f2- 

tnethylpropyl)-3-allyl-butanedijiniidc; 

(2R.3S) N1 -[O^iliydi-o-l-mcti^ 
jneitbylpmpyl)-3-(cyclopropylmcthyl>butanedi amide; 

CiR^Nl-fl^Lhydro-t-metb^ 
methylpropyl)-3-allyl-biiian«diHinide; 
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<2R,iS) Nl-[(3S)-l>diby^ 

2- (2-methylpTopyl)-3-al1yl-hutanediainidc; 

(2R 7 3S)Nl-[(3R)-U-dihydro-l methyl-2^xo-S-(3-fluorophei^ 
2<2-mcthylpropyl)^3^Uyl-butanediamide; 

(2R,3S) NH(3S)-1,3 dihydro-1 -methyl-2-oxo-5-phenyl-2II- 1 ,4-bcnzodiazepin-3-yll-2-(2- 
mothylpropyl)- 

3- (i-buten- l-yl>buianedianiidc; 

(2R,3S) Nl-[(3S)-l 3 3Hdihydm-l-mcthyl-2-oxo-5 phcnyl^H-l^berizodiazcpiiJ-^-yl)^- 
meth>1pTnpy1>3-(cyclopcatylethyl)-butanediQmide; 

(2R^S) Nl-[(3S)-U3^ydro-l-methyl-2^xo-5*(4-trifluoromcA^^ 
bcnzodiazcpin-3-yll-2 (2 methylpropyl)-3-(3-buiKu-l-yl)-lnitflncdi amide; 

(2K,3S)N1 ({aRM^dihydro-l-mclhyl-?^ 2H-1.4- 
benzodiazepin-3-y^ 

(2R.3S) Nl-[1 

yl]-2-(2Hiiethy1propyl)-3-ally!-but8nediiiini<l0; 

(2R,3S) Nl-[(3S)-t,3-dihydro l-methyl^xo-S^^trifluoromjethylphmyO^H-l^- 
bcnzodiazcpin-3-yll-2H2 inethylpropyl)-3-allyl-butffnecUainidc!; 

(2R,3 S) N 1 -[(3R)-1 ,3 -dihydxo- 1 -raclhyl-2-i>xo-. l 5 -(4-trifluoromethylphcnyl)-2H- 1 t 4« 
benzodiazepin-3-yl}-2-(2-ni^^ 

(2R.3S) Nl-[(3S)-1.3-dihydto-l-mcthyl-2-oxo-5-(4 trifluoromethylphenyl)-2H^^^ 
benzocUaz<*ra-3^1]-2-(2-methy^ 

(2R,3S) Nl-[(3S)^l,3^ydro4-methyl-2-iui)-5-(4-Uiauoi*ouicthylph 
benzodiazepin-3-yl]-2-(?Htieihylpr^^^ 
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(2IUS) Nl-[(3S)-1,3 <lihydro-l-methyl^«ax^ 
2-(2-mcihylpropyl) 3^3-buten-l-yl>-buimediamiric; 

£R,3S)Nl-[(3SH,3-dihydru^^ 
2-(2-methylprQpyl)-3-o-biityl-butancdiamide; 

(2R,3S) N1-[(3R)-1 ,3Hditydio-l-methyl-2-oxo-5-p^ 
melhyljjiopyl)0-allyl-N44bc^yil-buta)iediainl<lfi; 

(2R.3S) N1-L13 dihydro4-methyl-2^xo-5~melt^ 
mcthylpropyl) -3-altyl-butanediaiiiidc; 

(2R,3S) Nl-[l,3-dihydn>-l-!«et1iyU2-oxo-5-ii-bUtyl-2H-i,4 benzodiazepin-3-yl]-2-(2- t 
methylpropyl)-3-a11y1 -butanediamidc; 

(2B ,3S) Nl -[l t 3-dihydro-l-methyi 2-oxo-5^2-methylpropyl)-2H-l ,4-bcn/tkiiazcpinO-yl]-2-(2- 
uicthylpiopyl)-3-allyl-butanedi3inide; 

(2R,3S)Nl-ri,3^ydr<M-methy^^ 
methylpropylJ-S-allyl-butanediauude, 

(2R,3S) Nl-[l,3Klihydii>1^M-2^xo-5-phc^l-2H-l ? 4-be^ 
methy lpi opy1)-3-al]yl-butaacdiaraidc; 

(2IUS) Nl-[U-dihydiO l-propyl-2^xo-5-phenyl-2H4,4^etizodiH/cpiii-3'yJ]-2-(2- 
mcthylpropyl>3 allyl-butanediamide; 

(2R,3S)Nl-[l,3^ihydrc>-l^ (2 
methylprnpyl)-3-Hllyl-bntancdiajnidc; and 

(2R,3S>)Nl-[(3S)-l,3 cUhydro-l-methyl-2-oxo-^ 
methylpropyl)-3,3-diallyl-butanediamickt. 
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12. (PRFVtOUSLY AMENDED) A compound, according u> Claim 1, of Fonnuin (Ia n ); 

> N 1J Z 
(La») 

or apharmacoutically acceptable salt thereof; 
wherein: 

Z is Ci-Cs alkyl sunstituted with 1-3 K 1 2 ; 

C2-C4 alkmyl substituted with 1-3 R 17 -; 
C2-C4 alkynyl substituted with 1-3 R 12 ; 
C6-C10 aryl substituted with 0-4 R 12b ; 
C3-C10 carbocycle substituted with 0-4 R 121 *; or 

5 to 10 meinbered heterocycle containing 1 to 4 heicioatonis selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 mcmbercd hctcrocyole is substituted with 
0-3 Rl2b ; 

provided, whea R 13 is H> 

then 7. is C4-CS alkyl substituted with 1-3 Rl2; 

C2-C4 alkenyl substituted with 1-3 Rl2; or 

C2-C4 alkynyl substituted with 1-3 R 12 • 



13, (PREVIOUSLY AMENDED) A compound oooording to Claim 12 of Formula (la") 



<Ia") 
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or a phaiiaacwitically acceptable salt thereof, 
wherein: 

•(CR7 R 7a )n .s<CR7R7a) m -R4 
-(CR 7 R7 a )n-0-(CR 7 R 7a )m^ 4 , ™ 

n isO, l,or2; 
m is 0, 1, or 2\ 

K>is H, OH, methyl, ethyl, prupyl, hutyl, methoxy. Cthoxy, propoxy, butoxy, allyl, or 3-buton- 

R 4isH,OH,ORl4a 

C1-C6 alkyl substituted with 0-3 R 4a , 
C2-C6 alkenyl substituted with 0-3 R 4 * 
C2-C6 alkynyl substituted with 0-3 R 4a , 
C3-C10 carbocyclc substituted with 0-3 R 4b , 
C6-C10 aryl substituted with 0 i R 4b , or 

5 to 10 membered hetemcycle confining 1 to 4 hctcroatoms selected from nitrogen, 
oxygen, ™rt sulphur, whercin said 5 to 11) memberedheteroeycle is substituted wiih 
0-3 R 4b ; 

R 4 *, at each occurrence, is independently selected fitmi II, T, CI, Br, L CF3, 
C3-C10 carbocycle substituted with 0-3 R /|b ) 
C6-C1 0 aryl substituted with 0-3 R 4b , or 

5 to 10 mcmbcrcd hetcrocyclc containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and eulphur, wherein said 5 to 10 merabsml )i«intiicyclc is substituted with 
0-3 R 4b ; 
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R4b, at each occurrence, independently selected from H, OH, CI, F, Br, I, CN, N02, 

NR^R* 6 , CP 3l acetyl SCH3, S(-0)CH3, S(~O)20H;), C1-C6 C1-C4 dkuxy, 
Ci-C4hatoalkyl and Ci-Cahaloalkoxy; 

R 5 isH>ORl 4 ; 

Ci-Cfi alfcyl substituted with 0-3 RSb; 
Ct-Cg ?lfcoxy substituted with 0 3 R Sb ; 
C2-C5 aHcaiyl substituted with 0-3 R a ; 
C2-C6 alkynyJ substituted with 0-3 R^; 
C3-C10 earbocyde substituted with 0-3 R 5c ; 
Cg-Cio aryl substituted with 0-3 R 5c ; or 

5 to lOmembered heterocycle containing 1 to 4 hctccoatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 mcmbcred heterocycle is substituted with 
0-3 R5C; 

RSabllorCi-Ualkyl; 

R5b ^ occurrence, is independently selected from: 

ft C1-C6 alkyl CF 3 , ORl\ CI F, Hr, I =0, CN, NO2, NR 1 S R 16 ; 

ClO carbocycle substituted with 0-3 R^; 
C6-C1 0 oryl substituted with 0-3 R^ c ; ui 

5 to 1 0 membcrcd heterocycle containinR 1 to 4 heteroatoms selected 1mm nitrogen,* 
oxygen, and sulphur, wherein said 5 to 10 membered hctcrucycle is substituted with 
0-3 R 5c ; 

R^ c , at each occurrence, is independently selected from H, OH, CI, F, Br, I, CN, NO2, 

NRl5Rl<5, CF3, acetyl SCII3, S(=0)CH3, S("0)2CH3, C1-C6 alkyl, C1-C4 "Ikoxy. 
C1-C4 haloalkyl and C1-C4 haloalkoxy; 

R$ ib H, methyl, or ethyl; 

at each occurrence, is independently selected Iiuiu 

II Oil CI F, Br, I CN, N02. U% phenyl, and C1-C4 alkyl; 
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r7* « each occurrence, is independently selected ftom 

H, OH, CI, F, Br, I, CN, N02, CJ>3, and C1-C4 alkyl; 

r7» is independently selected from H, methyl, ethyl, propyl, and butyl; 

Ring Bis selected from 

0 0 

R , and K » 



RlO is H t C(-0)R 17 , C(-O)Ol0 7 , C(-0)NRl8Riy, 
S(-0)2NR18r19,S(=0)2R 17 ; 
C1-C6 alkyl optionally substituted with 0-2 R l0a ; 
C6-C10 aryl substituted with 0-4 R™ b ; 
C3-C10 carbocyclc substituted with 0-3 R l0b ; or 

5 to 10 member hctcrocyclc containing 1 to * heteroatoms selected ftom mLmgeiu 
oxygen, and sulphur, wherein said 5 to 10 membered heterocyck is substituted with 
0-3 Rl° b ; 

RlOa a t each occurrence, is independently selected from H, Ci -Cfi alky!, OR 14 , CI, F, Br, I, =0, 
CN, N02, NR 1S R 16 , CF3, ur phenyl substituted with 0-4 R 1ffl '; 

RlOb ^ each occurrence, is independently selected from H, OH, C J U alkyl, C1-C4 aflco^y, 
CI, F, Br, I, CN, NO'2, NR15R 16 , or CF 3; 

Rl 1, at each occurrence, is independently selected from 
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H, C1-C4 -Ik** CI R Br, 1, (JN, N0 2 , NR C(-0)R 17 , C{-0)OR 17 , 
C(=0)NR 18 R 19 . S(=O)2Ni0 a R 19 , CF3; 
Ci-C6 alkyl optionally substituted with 0-3 R 1 la ; 
C6-C10 aryl siihslitutcd with 0-3 K 1 ,h ; 
C3-C10 carbocyde substituted with 0-3 R llb ; or 

5 to 10 membered heterocycle chaining 1 to 4 hctcroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membered heterocycle is wbsrituusil with 
0-3 R llb ; 

Rl la ai each occurrence, 15 independently selected from H, Ci-Ce alkyl, OR 14 , CI, F, Br a I, =0, 
CN, NO2, NR 15 R* * CF3, or phenyl substituted with 0-3 Rl* b ; 

Rl lb At each occurrence, is independently selected from H, OH, CI, F, Br, I, CN> NO?, 
' NR15R16 CF 3 > acetyl, SUi3, S(=0)CH3, S(=0) 2 CH 3 , C1-C6 a&yK C1-C4 alkoxy, 
Cl-C4haloalkylandCi U4 haloalkoxy; 

7. is C\-C6 alkyl substituted with 1-3 R 12 ; 

C2-C4 alkenyl substituted with 1-3 R 1 ^; 
C2-C4 alkynyl substituted with i-3 R 12 ; 
Qi-Cio *yl substituted with IM R 1 2b ; 
Ci-Cio ivAHiocycle substituted wife 0 A Rl2b ; 0 r 

5 to 10 membered heterocynle umtaining 1 to 4 hctcroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membered heterocycle is substituted with 
0-3 R l 2b , 

R 12 , at each occurrence, is independently selected from 
C6-C10 aryl substituted with 0-4 B 12b ; 
CvClO carbocycle substituted with 0-4 R 12b , or 

5 to 10 membered heterocycle containing 1 to 4 heteroatoms selectee! from niuogen, 
oxygen, and sulphur, wherein said 5 to 10 niernbei cd heterocycle is substituted with 
0-3Rt2b ; 

"R 12b , ai each occurrence, is independently selected from 
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H, OH, CI, F, Br, I, CN, NO?., NR15r1°, cF 3; acetyl, SCIIs, S(-0)Cm, S(=0)2CH 3 , 
Ci-C-6 alkyl C1-C4 alkoxy, C1-C4 naloalkyl, and C1-C4 haloalkoxy, 

r13, at eacL uwjnrrcnce, is independently selected fijom 

D, OH, Cl -Cfi alkyl, C1-C4 alkoxy, CI, F, Br, I. CN, NO>, NR15r16, and CF 3 ; 

Rl4 is II, phenyl, benzyl, C1-C6 alkyl, or Ol-C* alkoxyalkyl; 

Ri4a is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

Rl5, at each occurrence, U independently selected from H, Ci-C* alkyl, benzyl, phenethyl. (Cl- 
C 0 alkyl)-C(-O)-, and (C1-C6 alkyl) S(=0)2-; 

R 1 \ at each occurrence, is independently selected from 
H, OH, C1-C6 alky^ benzyl, phenethyl, 
(C1-C6 alkyl>C(OK and (Ci-C6 alkyl)-S(=0)2-; 

Rl7 ^ 11 ci-Cfi alkyl, C2-C6 aOcoxyalkyl, 
aryl substituted by 0-4 R 17a , or 
'CU2-aryl substituted by 0-4 

R 1 7a is H, methyl, ethyl, propyl, butyl, methoxy, ethmy, pmpoxy, butoxy. -OH, F, Cl Br, I, 
CF3, OCF 3 , SCH3, S(0)CHJ, S02CH^ -NH2, N(CH3)2> « haloalkyl; 

R*8 f at each occurrence, is independently selected from 
II, Ci-Ctf alkyl, phenyl, benzyl, phenethyl, 
(C1-C6 alkyD-Cl=OK and (Ci-C-6 alkyl>S(-0)2-; and 

R l9 , at each occurrence, is independently selected from 
H, OH, Ci-Cg nJVyl, phenyl, benzyl phenethyl 
(C1-C6 alkyI)-C(-0)-, and (C1-C6 alkyl)-S(=0)2-; 

provided, when is IL 
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then Z is C4-C6 alkyl substituted with 1-3 R 1 2 ; 

C2-C4 alkenyl substituted with 1 -3 Rl2; or 
C2-C4 alkynyl substituted with 1-3 R 12 . 

14. (PREVIOUSLY AMKND£I>) A compound according to Claim 13 of Formula (Ia M ) 

O R Bp*o^ 0 

FT R 3a 0 ^ 
lla") 

or a phamiaueutically acceptable 3alt thereof, 
wherein: 

R3i S -(CHR 7 ) n M 
nisOorl; 

R3a is H, OH, methyl, ethyl* propyl, butyl, mcthoxy, ethoxy, piopoxy, butoxy, allyl, nr 
3-buten-l-y1; 

R 4 isH,OH,OR 14a , 

C1-C4 alkyl substituted with 0-2 R 4a , 
C9-C4 alkenyl substituted with 0-2 R^ a , 
C2-C4 alkynyl substituted with 0-1 R 4 ^ 

caibocycle substituted with 0-3 R 4b 
CfrCi 0 ory! substituted with 0-3 R 4b , or 

5 to 6 membcrcd heterooyele containing I to 4 heteroatoms selects fnmi nitrogen, 
oxygen, and 3ulphur, wherein said 5 to 6 membered hclcrooycle is substituted with 0- 
3R4b ; 

R 4a , at each occurrence, is independently selected fromH, F, CI, Bt, T, CF3, 
C3-C6 caibocycle substituted with 0-3 R 4b , 
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(■Ircnyl substituted with 0 3 R^, or 

5 to 6 mcrobcred heterocycle containing 1 to 4 hctcroatoms selected trom nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 incmbcrod hcterocyclo is substituted wilh 0- 
3R 4b ; 

R4b ? a i each ocenrrcnee, is independently selected from H, OH, CJ, F, Br, I> CN, NO2, 

NR15B CF 3 , acetyl SCH3, SKDCHi, S(=0)2CH3, C1-C4 **yl C1-C3 &lkoxy, 
C1-C2 haloalkyl, and CI-C2 haloalkoxy; 

R^is H.OR 14 ; 

C1-C4 aikyi substituted with 0-3 R 5 ^ 

C2-C4 alkenyl substituted with 0-3 R^; 

C2-C4 alkynyl substituted with 0-3 R5b; 

R5a i s H, methyl, ethyl propyl or butyl; 

R5b a t ca ch occurrence, is independently selected from: 

H, methyl ulliyl. P«>pyl butyl CF3, OR 14 , CI, F, Br s I, =0; 
C3-C6 caibocydc substituted with 0-3 R 5c ; 
phenyl substituted with 0-3 R5c ; or 

5 to 6 membered heterocycle combining 1 to 4 hctcroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 rncmborcd heterocycle is substituted with 0- 
3R5c : 

R 5c , at each occurrence, is independently selected Jhwi H, OH, CI, F, Br, i CM N02 ? 

NRl 5r16 % cf 3> acetyl, SCH3, S(=0)CH 3 , S(-0) 2 CH3. C1-C4 alkyl C1-C3 alkoxy, 
C1-C2 haloalkyl and C1-C2 haloalktny; 

R*ts H; 

R?, at each occurrence, is independently selected from H, F, CF 3> methyl, and ethyl; 
Ring Bis selected from 

AO 
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O 0 

R £N 13 ^ R1 ° $ v . 

R , and K . 

RlOhHpCt-OyR^fiC-OJOR"; 

C|-C4 alkyl optionally substituted wiih 0-1 R l0a ; 

phenyl substituted with 0-4 R 1 0b ; 

C3-C6 carbocycle substituted with 0-3 R l0b ; or 

5 to r> membercd hctcrocycle containing 1 to 4 bdaoatams selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membercd hcterocyclc is substituted with 0- 

RlOa ^ 5 elecL«l fku* H, C1-C4 alkyl, OR 14 . CI, F, Br, I, =0, CN, NQ2,NR 15 H 16 , CF3, or 
phenyl substituted with R l0b ; 

RlOb at each occurrence, is independently selected from H, OH, C1-C4 alkyl, alkoxy, 
CI. F, Br, I, CR NO?.. NR 1 5 l0 6 > or CF3; 

r11 is selected from 

II, C1-C4 alkoxy CI, ft NR l8 R™ C(=0)RL7> C(-0)OR", CF3; 
C1-C6 alkyl optionally substituted with 0-3 R 1 ls ; 
C6-Cio aryl substituted with 0-3 R llb ; 
C3-C6 carbecyole substituted with 0-3 R 1 lb ; or 

5 to 6 membeied hctcrocycle containing 1 to 4 heteroatoms selected from uiUagen, 
oxygen, and sulphur* wherein raid b to 6 membered beterocyclR is substituted with 0- 
3Rl»> ; 

Rl 1 & at each occunencc, is independently selected from H, C1-C4 alkyl, OR 14 , F ( -O, 
NR15r16 CP3. or phenyl substituted with 0-3 R ltb ; 
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Rllb at each occurrence, U independently selected from H, OH, Cl, F,NR 15 R 16 , CF3, C1-C4 
alkyl, C1-C3 alkuxy, C1-C2 haloalkyl, and C1-C2 haloalkoxy; 

Z is C1-C4 aDtyl substituted with 1-3 K 12 ; 

C2-C4 alkftnyl substituted with 1 3 Rl2; 
C2-C4 alk.ynyl substituted with 1-3 K 1 2 ; 
C$-Cio aryl substituted with 0-4 R 1 2b ; 
C3-C6 carbocyclK substituted with 0-4 K 1 2t) ; or 

5 to 10 membered heterocycle containing 1 to 4 hctcroatoms selected firom nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 mcmbcrcd heterocycle is substituted with 0- 
3Rl2b ; 

r12 s at each occurrence, is independently selected from 
C6-C10 substituted with 0-4 R 12b ; 
C3-C6 carbocycle substituted with 0-4 Rl2b ; n r 

5 to 10 membered heterocycle containing 1 to 4 hefeioatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membered btii en^ycle is substituted with 
0-3R 12b ; 

Rl 2b a ^ c ^h occurrence, is independently selected from 

H, OH, CI, CF3, acetyl S(-0)CH3, S(=0>2CH3, C1-C4 dkyl. 

C1-C3 alkoxy, Ci-C2haloalkyl> and C1-C2 haloalkoxy; 

r!3, at each occurrence, is independently selected from 

H, OH, C1-C6 alkyl. <Ji -C4 alkoxy, CI, F, Br, I, CN, N0 2 , NR Wr 16, and CF3; 

R 14 is H, phenyl, benzyl, Cl -C4 alkyl, or C2-C4 alkoxyalkyl; 

Rl5 j a t occurrence, is independently selected &umH, C1-C4 alkyl, benzyl, phenethyl, (Cl - 
C4 alkyl^COO)-, and (C1-C4 nlkyl)-S(=0)2-; 

Rl *\ at each occurrence, is independently selected from 
H, OT1, C1-C4 alkyl, benzyl, phenethyl, 
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(C1-C4 alkyl)-C(-0)-, and (C1-C4 alkyl)-S(=0)2-; 

Rl7 is H, methyl, ethyl, propyl, butyl, methoxymethyl, ethoxyraethyl, wrthoxyethyl 
ethoxyethyl, 

phenyl substituted by 0-3 R 17a , or 
-CH2-phcnyl substituted by 0-3 R* 7a ; 

R 17a i s h. methyl, methoxy, -OH, F, CI, CF3, or OCF3; 

Rl&, at each occurrence, is independently selected ftmn 

TT, methyl, ethyl, propyl, butyl, phenyl, benzyl and pbenethyl; and 

r!9, at each occurrence, is independently selected from 
H, methyl, and ethyl; 

provided, when 

then Z is bulyl substituted with 1-3 K 12 ; 

C2 C4 alkenyl substitute with 1-3 R 12 ; or 
C? U4 alkynyl substituted with MR 12 . 



15. (Canceled) 



16> (Previously Amended) A compound according to Claim 14 of Formula (Ic)' 



O R 5 H O 
R O ^ 



(Ic) 

or a phannaceutically woqilable satt thereof 
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wheiein 
R^isR 4 , 

R 4 is C|-C4 alkyl substituted with 0-1 R 4q 7 

C2-C4 alkenyl substituted with 0-1 R 4r , or 
C2-C4 alVynyl substituted with 0-1 R 4 *; 

R^ajg selected Gum 
H, F, CF3, 

C3-C6 carbocycle substituted with 0-3 R 4b , 
phenyl substituted with 0-3 R 4 **, or 

5 to membcrod heterocyele containing 1 in 4 lietcroatoms selected from nitrogen, 
osyscn, and sulphur, wherein said 5 to 6 membcrcd heterocycle is substituted with 0- 
3 R^b; wherein said 5 to 6 membercd heterooyclc is selected from pyridiiiyl, 
pyrimidinyl, triazinyl, fiiranyl, thicnyi, thiazolyl, pyrrolyl, pipcra*i.iy1, piperidinyl, 
pyrazolyl, imiila/Xilyl oxazolyl iaoxozolyl, and tetrazolyl; 

F 4 * at each occurrence, is independently selected frmn II, OH ( CI, F, NR^R", CF j, acrfyl, 
SCH3, S(-0)CM3 5 SH%CH3, KraflyL ethyl, propyl butyl methoxy, ethoxy, pnipoxy, 
C1-C2 haloalkyl, and C1-C2 baloaUcoxy; 

R 5 is C1-C4 aflcyl substituted with 0-1 R 5 ^; 

Ci C4 alkenyl substituted with 0-1 R 5b ; 
C2-C4 alkynyl substituted with 0-1 R 51 *; 

R^is selected from: 

H, methyl, clhyl, propyl, butyl CF3, OR 14 , -O; 
C3-C6 carbocycle substituted with 0-2 R Sc ; 
phenyl substituted with 0-3 R?*, 1 

5 to 6 membered hslcrucycle containing 1 to 4 heteroatoms selected fium uitrogen, 
oxyar.ii, and sulphur, wherein caid i to 6 membercd hetemcyule is substituted with 0- 
3 R 5c ; wherein said Mo 6 raembered hetenjeyele is aclcctod from pyridinyl, 
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pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, pyrrolyl, piperazinyl, piperidinyl, 
pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 

R 5c at each occurrence, is independently selected from H, OH, CI, F, NR15r16 CF 3 . acetyl. 
SCH3, S(=0)CH3, S(=0)2CH 3 , methyl, ethyl, propyl, butyl, methoxy, ethoxy, propoxy, 
CVC2 haloalkyl, and C1-C2 haloalkoxy; 

Rl 1 is selected from 

H, NR 18 R l9 ,CF3; 

C1-C4 alkyl optionally substituted with 0-1 R 1 la ; 

phenyl substituted with 0-3 R llb ; 

C3-C6 carbocycle substituted with 0-3 R 1 lo ; or 

5 to 6 membered heterocycle containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocycle is substituted with 0- 
3 R llb ; wherein said 5 to 6 membered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanyl, thienyl, thiazolyl, pyrrolyl, piperazinyl, piperidinyl, 
pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 

Rlla is selected from H.C1-C4 alkyl, ORl 4 ,T, =0, MR 1 5 R 16 , CF 3 . or phenyl substituted 
with 0-3 R llb ; 

Rl lb, at each occurrence, is independently selected from H, OH, CI, F, NR15R16, C F 3 , melliyl, 
' ethyl, propyl, butyl, methoxy, ethoxy, propoxy, Ci-C 2 haloalkyl, and C1-C2 haloalkoxy, 

Z is C1-C3 alkyl substituted with 1-3 R* 2 ; 

C2-C3 alkenyl substituted with 1-3 R 12 ; 
C2-C3 alkynyl substituted with 1-3 
C6-C10 wy 1 substituted with 0-4 R 12b ; 
C3-C6 carbocycle substituted with 0-3 R 12b ; or 

5 to 6 membered heterocycle containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocycle is substituted with 0- 
3 Rl2b ; wherein said 5 to 6 membered heterocycle is selected from pyridinyl, 
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pyrimidinyl, triazinyl, fuianyl, thienyl, thiazoiyl, pyrrolyl, piperazinyl, piperidinyl, 
pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, and tctrazolyi; 

Rl2, at each occurrence, is independently selected from 
C6-C 10 wy 1 substituted with 0-4 R 12t) ; 
C3-C6 carbocycle substituted with 0-3 R 12b ; or 

5 to 6 membered heterocycle containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocycle is substituted with 0- 
3 Rl2b ; wherein said 5 to 6 membered heterocycle is selected from pyridinyl, 
pyrimidinyl triazinyl, furanyl, thienyl, thiazolyl, pyrrolyl, piperazinyl, piperidinyl, 
pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, and tetrazolyl; 

Rl2b at each occurrence, is independently selected from 

H, OH, CI, F, NR 15 R 16 , CF 3 , acetyl, SCH3, S(=0)CH3, S(=0)2CH 3 , methyl, ethyl, 
propyl! butyl', methoxy, ethoxy, propoxy, C1-C2 haloalkyl, and Ci^C 2 haloalkoxy; 

Rl3 at each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, CI, F, Br, CN, NRl5R 1& , and CF 3 ; 

Rl4 is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

RlS, at each occurrence, is independently selected from H, methyl, ethyl, propyl, and butyl; 

Rl6 t a t each occurrence, is independently selected from 

H, OH, methyl, ethyl, propyl, butyl, benzyl, phenethyl. methyl-C(=0)-, ethyl-C(=0)-, 
methyl-S(=0)2-, and ethyl-S(=0)2S 

Rl8, at each occurrence, is independently selected from 

H, methyl, ethyl, propyl, butyl, phenyl, benzyl, and phenethyl; and 

R*9 a t each occurrence, is independently selected from 
H, methyl, and ethyl; 
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provided, when R 1 3 is H, 

then Z is C2-C3 alkenyl substituted with 1-3 R 12 ; or 

C2-C3 alkynyl substituted with 1-3 R 12 . 



17.-l9.(Canceled) 



20. (Currently Amended) A compound according to Claim 16, wherein: 

R3 is -CH3, -CH2CH3, -CH2CH2CH3, -CH2CH2CH2CH3, 
-CH(CH3)2, -CH(CH3)CH2CH 3 , -CH 2 CH(CH 3 )2, 
-CH2CF3, -CH2CH2CF3, -CH2CH2CH2CF3, 
-CH=CH2, -CH 2 CH-=CH2, -CH2C(CH 3 )=CH2, 
-CH2CH 2 CH=CH2, 
cis-CH2CHK:H(CH3) 3 
trans-CH2CH=CH(CH3), 
-C^CH, -CH2CLICH, -CH2CDC(CH 3 ), 

oyclopropyl-CH 2 -, cyclobutyl-Crfe-, cyclopentyl-CH2-, cyclohexyl-CH 2 -, cyclopropyl- 
CH2CH2-, 

cyclobutyl-CH 2 CH2-,cyclopentyl-CH2CH 2 -, 

cyclohexyl-CH2CM2-. phenyl-CH2-> 

(2-F-phenyl)CH 2 -, (3-F-phenyl)CH2-, (4-F-phenyl)CH 2 -, 

(2-Cl-phenyl)CH2-, (3-Cl-phenyl)CH2-, (4-Cl-phenyl)CH 2 -, 

(2,3-diF-phenyl)CH2-,(2,4-diF-phenyl)CH2-, 

(2,5-diF-phenyl)CH 2 -,(2 1 6-diF-phenyl)CH 2 -. 

(3,4-diF-phenyl)CH2-,(3,5-diF-phenyl)CH2-, 

(2,3-diCl-phenyl)CH2-,a4-diCl-phenyl)CH2-, 

(2,5-diCl-phenyl)CH 2 -, (2,6-diCl-phenyl)CH 2 -, 

(3,4-diCl-phenyl)CH2-,(3,S-diCl-phenyl)CH2-, 

(3-F-4-Cl-phenyl)CH 2 -, (3-F-5-Cl-phenyl)CH 2 -, 

(3-Cl-4-F-phenyl)CH2-,phenyl-CH2CH2-, 

(2-F-phenyl)CH2CH 2 -, (3-F-phenyl)CH2CH2-, 

(4-F-phenyl)CH2CH2-,(2-Cl-phenyl)CH2CH 2 -, 
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(3-Cl-phenyl)CH2CH 2 -,(4-Cl-phenyl)CH2CH2-. 

(2,3-diF-phenyl)CH2CH2-,(2,4-diF-phenyl)CH2CH2-, 

(2,5-diF-phenyl)CH2CH2-,(2,6-diF-phenyl)CH2CH2-, 

(3,4-diF-phenyl)CH2CH2-,(3.5-diF-phenyl)CH2CH2-, 

(2,3-diCl-phenyl)CH2CH2-,(2,4-diCl-phenyl)CH2CH 2 -, 

(2,5-diCl-phenyl)CH 2 CH2-,(2,6-diCl-phenyl)CH2CH2-, 

(3,4-diCl-phenyl)CH2CH2-,(3,5-diCl-phenyl)CH2CH2-, 

(3-F-4-Cl-phenyl)CH2CH2-, or (3-F-5-Cl-phenyl)CH 2 CH2-. 

R5 is -CH 3 , -CH2CH3. -CH2CH2CH3, -CH(CH 3 )2, -CH2CH2CH2CH3 , 
-CH(CH3)CH2CH3, -CH2CH(CH 3 )2, -CH2C(CH 3 ) 3 , 
-CH2CH2CH2CH2CH3, -CH(CH 3 )CH2CH 2 CH3, -CH2CH(CH3)CH 2 CH 3 , 
-CH 2 CH 2 CH(CH 3 )2, -CH(CH 2 CH3)2, -CH2CF3, -CH 2 CH 2 CF3, 
-CH2CH2CH2CF3, ^CH 2 CH 2 CH2CH2CF3, -CH=CH 2 . -CH 2 CH=CH 2 . 
~CH=CHCH 3 , cis-CH 2 CH<:H(CH3), trans-CH2CH=CH(CH3), 
trans-^CH^HCCeHs), ^H 2 CH=C(CH 3 ) 2 , cis-CH 2 CH=CHCH2CH 3 , 
trans-CH2CH-CHCH2CH3,cis-CH2CH2CH=CH(CH3), 
trans-CH2CH2CH=CH(CH 3 ),trans-CH2CH=CHCH2(C6H5), 

-CDCH, -CH2CDCH, -CH2CDC(CH 3 ), -CH2COC(C 6 H5), 

-CH2CH2CDCH. -CH2CH 2 CDC(CH3), ^H 2 CH2CQC(C6H5), 

cyclopropyl-CH2-, cyclobutyl-CH2-, cyclopentyl-CH2-, 

cyclohexyl-CH2-. (2-CH3-cyclopropyl)CH2-, 

(3-CH 3 -cyclobutyl)CH2-, 
cyolopropyl-CH2CH2-,cyclobutyl-CH2CH2-, 
cyclopentyl-CH2CH2-,cydohexyl-CH2CH2- f 
(2-CH3-cyclopropyl)CH2CH2-,(3-CH3-cyclobutyl)CH2CH2-. 

phenyl-CH2-, (2-F-phenyl)CH2-, (3-F-phenyl)CH2-, 
(4-F-phenyl)CH2-, fliranyl-CH2-, thienyl-Cfcfc-, 
pyridyl-CH2-, l~imidazolyl-CH2-, oxazolyl-CH2-, 
isoxazolyl-CH2-. 

phenyl-CH2CH2-, (2-F-phenyl)CH2CH2-, (3-F-phenyl)CH2CH2-, 
(4-F-phenyl)CH2CH2-, furanyl-CH2CH2-. thienyJ-CH2CH 2 -, 
pyridyl-CH2CH2-, l-iraidazolyl-CH2CH2-, oxazolyl-CH2CH2-. 
isoxazolyl-CH2CH2-; 
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Z is phenyl, 2-F-phenyl, 3-F-phenyl. 4-F-phenyl, 

2- Cl-phenyl, 3-Cl-phenyl, 4-Cl-phenyl, 2,3-diF-phenyl, 
2,4-diF-phenyl, 2,5-diF-phenyl, 2,6-diF-phenyl, 
3,4-diF-phenyl, 3,5-diF-phenyl, 2,3-diCl-phenyl, 
2,4-diCl-phenyl, 2,5-diCl-phenyl, 2,6-diCl-phenyl, 
3,4-diCl-phenyl, 3,5-diCl-phenyl, 3-F-4-Cl-phenyl, 

3- F-5-Cl-pnenyl, 3-Cl-4-F-phenyl, 2-MeO-phenyl, 

3- MeO-phenyl, 4-MeO-phenyl, 2-Me-phenyl, 3-Me-phenyl, 

4- Me-phenyl, 2-MeS-phenyl, 3-MeS-phenyl, 4-MeS-phenyl, 
2-CF30-phenyl, 3-CF30-phenyl, 4-CF30-phenyl, 
furanyl, thienyl, pyridyl, 2-Me-pyridyl, 3-Me-pyridyl, 

4-Me-pyridyl, 1-imidazolyl, oxazolyl, isoxazolyl, 
cyclopiopyl, cyclobutyl, cyclopentyl, cyclohexyl, 

N-piperidinyl, 
phenyl-CH2-, (2-F-phenyl)CH2-, (3-F-phenyl)CH2-, 

(4-F-phenyl)CH 2 -, (2-Cl-phenyl)CH 2 -, (3-Cl-phenyl)CH 2 -, (4-Cl-ph e nyl)CH 2 -, (2,3-t 

phenyl)CH2-, 
(2,4-diF-phenyl)CH2-,(2,5-diF-phenyl)CH2-, 
(2,6'diF-phenyl)CH2-,(3,4-diF-phenyl)CH2-, 
(3,5-diF-phenyl)CH 2 -,(2,3-diCl-phenyl)CH2-, 
(2,4-diCl-phenyl)CH 2 -,(2,5-diCl-phenyl)CH2-, 
(2,6-diCl-phenyl)CH2-, (3,4-diCl-phenyOCH2-, 
(3,5-diCl-phenyl)CH2-,(3-F-4-Cl-phenyl)CH 2 -, 
(3-F-5-Cl-phenyl)CH2-,(3-Cl-4-F-phenyl)CH2-, 
(2-MeOphenyl)CH 2 -,(3-MeO-plienyl)CH2-, 
(4-MeO-phenyl)CH2-.(2-Me-phenyl)CH2-, 
(3-Me-phenyl)CH2-,(4-Me-phenyl)CH 2 -, 
(2-MeS-phenyl)CH2-,(3-MeS-phenyl)CH2-, 
(4-MeS-phenyl)CH2-, (2-CF30-phenyl)CH 2 -, 
(3-CF30-phenyl)CH2-, (4-CF30-phenyl)CH 2 -, 
(furanyl)CH2-.(thienyl)CH 2 -,(pyridyl)CH2-, 
(2-Me-pyridyl)CH2-,(3-Me-pyridyl)CH2-. 
(4-Me-pyridyl)CH2-,(l-imidazolyl)CH 2 -, 
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(Ltta7.olyl)CH2-, (iGOX3zolyl)CH2-, 

(cyclopropyl)CH2-, (cyclobuiyl)CH 2 -, (cyclopentyl)CH2-, 

(cyclohcxyl)CH2-, (N-pipcii<«nyl)CH2-, 

ph«iyl-CH2CH2-, (phenyl) 2 CHni2-, (2-F phenyl)^^-, 

(3-F-pbenyl)CH2CH2-, (4-P-iihenyl)CH?CH2 » 

(2-Cl-phenyl)CH2CH2-,(3-CI-phenyf)CH?.CH2-, 

(4-C1 phenyD^CHa-, (2,3-diF-phenyl)CH2CH2-, 

(2,4-diF-pheoyl)CH2CH2-.(2,5'diF-phenyl)CH2CH2-, 

(2,6-diF-phenyl)CH2f , .Il2-,(3,4-dU'-phenyl)CH2CH2-, 

(3^-diF-phaiy))fH2CH2-, (2,3-diCl phenyl)CH2CH2-, 

(2,4-diCl-phenyl)CH 2 CH2-, (2.5 diCl-phenyl)CH2CH 2 -, 

C2 J 6-diCl-phenyl>:H2CIl2- > {3,4-diCl-plienyl)CH2CH2-, 

(3,5^iCl-pliea)yOCIl2CH2- s (3 F-4-Cl-phenyl)CH2ni2-, 

(3-F-5-Cl-phcnyl)CH 2 CH2-,f3-Cl-4-F-pheny1)CH2CH2-, 

(2-McO-p1icnyl)CH2CH2 , (3-MeO-phenyl)CWTl2-, 

(4-McO-phcnyl)CH2CH2-,(2-Me-plieny1)CH2CH2- > 

^-Mc-phcnyi)CH2CH2-,(4-Me.pheiiyl)CH2ai2-, 

(2-MeS-phcoyl)CH2CH2-,(3-MeS.pheTiyl)CH2ai2- > 

(4-McS-phcnyl)CH2CH2-,(2-CF30-plieny1)rTl2CH2-. 

(3-CF30phenyl)CH2CM 2 -, (4-CF 3 0-phenyl)CH2CH2 , (fcranyl)CH2CH2- 

,(thicnyI)CH2CH2-, (pyridyl)CH 2 CH2-, 
{2-Me pyridyl)CH2CH2-,(3-Me-pyridyl)CH2CH2 , 
(4-Mc-pyridyt)CH2CH2-, (imidazolyl)CH?.CH2-, {©xazolyl)CH2CH2-, 
(isoxa2olyl)CH 2 nH2-, (cyclopropyl)CH2CH2-, (cyclobutyl)CH.2CH 2 -, 
(cyc1npailyl)CH2CIl2-, («^rolOhcxyl)CH2CH2-, or 
(N-pipcridinyl)CH2CH 2 -; 

RlO is H, methyl, dhyi, plicnyl, benzyl, phcncthyl. 

4 F phenyl, (4-F-phenyl)CH 2 -, (4.F-phRnyl)CH 2 CH2-. 
4-Cl-phenyl, (4-CH)lieny1)ni2-, (4-CUphenyl)CH?.CH2-, 
4-CH3.pha.yl, (4-CH3-phenyl)CH2-, (4-CH3 phenyl)CH2CH2-, 
4-CF3-phenyl, (4-Cl->pbenyl)CH2-, or 
(4-CF3 phenyl)CH2CH2-; 

110163276vJ 
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R", at each occurrence, is independently selected from 
H, U=OH, methyl, eihyl, phenyl, benzyl, phenelhyl. 
4-F-phmyl, (4-F-phenyl)CH2-, (4-F-p1.enyl)CIl2CH2-> 

3- F-pher.yl, (3-F-phenyl)CH2-, (3-F.phcnyl)CH2CH2-, 

2- F-pncnyl, (2-F-phenyl)CH2-, (2-F-pl»enyl)CH2CH2 , 

4- Cl-phenyl, (4-Cl-phenyt)CH 2 -, (4-Cl-phenyl)CH?.CH2-, 

3- CI-phenyl (3-U-phenyl)CH2-, (3-Cl- P henyl)CH2CH2-, 
44r.H3-phaiyl, (4 CH3-phenyl)CH 2 -, (4-CH 3 -phenyl)CH2CH2-. 

3- CH3-phcnyl, (3 CH3-phenyl)CH2-,0-CH3-phenyl)CH2CH2-, 

4- CF3-phenyl, (4-CF 3 .phcaylKH 2 - > (4-CF3-phenyl)CH2CH 2 -, 
pyrid-2-yl, pyrid-3-yi, or pyrid-'l-yl, and 

Rl3, at each occurrence, is independently selected from 
H, ¥. €L OH, -CH3, -CH2^H 3 , -0013. or -CF3- 

21. (Canceled) 

22. (Original) A pharmaceutical composition comprising a compound of Claim 1; and a 
pharmaceutically acceptable carrier. 

23. (Previously Amended) A method far the treatment of Alzheimer's Disease comprising 
administering to a host in need of such treatment a therapeutically effective amount of a 
compound of Claim 1. 

24. (Canceled) 

25. (Previously added) A compound according to Claim 4 of Formula (Ig): 



I 

l 
I 
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0 R 5 H 0 



B 10 



ur 



a pharmaceutical^ acceptable salt thereof wherein: 



R3 is R 4 , 

R* is C1-C4 alkyl substituted with 0-1 R 4a , 

C2-C4 alWenyl substituted with 0-1 R 4a , or 
C2-C4 alkyriyl substituted with 0-1 R 4a , 

R4a a t each occurrence, is independently selected from 
H.F.CF3, 

C3-C6 c:arbocyole substituted with 0-3 R 4 *, 
phenyl substituted with 0-3 R 41 \ or 

5 to 6 membercd heterocyclc containing 1 to 4 hetermtoins selected from nitrogen, 
oxygen, and Kulphur, wherein said 5 to 6 membcierf heterocycle is substituted with 0- 
3 R4b ; wherein said 5 to 6 membered heterocycle is selected from pyridinyl, 
pyrirnidinyl, u iazinyl, ruranyl, thienyl, thiazolyl, pyrmlyl, pipcrazinyl, piperidinyl, 
pyra*o1y1, imidazoiyl, oxazolyl, isoxazulyl, amHetrazolyl; 

R 4 >>, frt each occurrenc*, is independently selected from H, OH, CI, F, MR 13 ** 6 . CF3. acetyl, 
SCH3, S(=0)CHj, S(-0)2CIl3, methyl, ethyl, propyl, butyl, mdhoxy, ethoxy, propoxy, 
Ci-C2haloalkyl, and Ci-C2 haloalkoxy; 

r5 isCi-C4 alkyl substituted with 0-1 R 5b ; 

C2-C/1 alkcnyl substituted with 0-1 R 5b ; 
C2-C4 alkynyl substituted with 0-1 R 5b ; 

R5b is seized from: 

.12 
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H, uutKyl, ethyl, propyl, butyl, CF3. OR 14 , -0; 
C3-C6 carbocycle substituted with 0-2 R 55 ; 
phenyl substituted widi 0-3 R 5n ; or 

5 W 6 member heterocycle containing 1 to 4 h«teroatoms selected from nitrogen, 
oxygen, and sulphur, therein said 5 to 6 niemhered heterocycle is substituted with 0- 
3 rSc wherein said 5 to 6 numbered heterocycle is selected from pyridinyl, 
pyruu'idinyL triszinyt, furanyl, thienyl, thiazolyl, pyrrolyl, pipenzinyL piperidmyt 
pyrawjlyL imidazolyl, oxazolyl, isoxazolyl, andtotrozolyl; 

**». at each occurrence, is indepeiuknlly .selected from H, OH, CI. F, NR«R»« CF 3 , acetyl, 
SCH3, S(-0)CH3, S(=0) 2 CH 3> methyl, ethyl, propyl, butyl, roeihoxy, cthoxy. propoxy, 
Ci C2 haloalkyl, and C1-C2 haloalkoxy; 

RlO is H, C(r<m ] I C(=0)ORl'/; 

C1-C4 alkyl optionally substituted with 0 1 R 10a ; 

phenyl substituted with 0-4 R^ b ; 

C3-U6 oarbocycle substituted with 0-3 R 1 0h ; or 

5 to 6 membcrcd heterocycle containing 1 to 4 hctcroatoms selected ftom nilxngen, 
oxygen, and sulphur, wherein said 5 to 6 membcrcd heterocycle is substituted with 0- 
3 Rl0 h ; wherein said 5 to 6 uusmhered heterocycle is selected from pyridinyl, 
pyrinudinyl, triazinyl, furanyl, thienyl, thiazolyl, pyrrolyl, pipenznyl, pircridinyl, 
pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, and tetrazolyt; 



or 



RlUa is jriH-tai from II. methyl, ethyl, propyl, butyl, OR* 4 . CI, F, =0, NR^R 1 ( \ W3, 
phenyl substituted with 0-4 R*0 b ; 

RlOb a i each occurrence, is independently selected from H, OH, methyl, ethyl, propyl, butyl, 
methoxy, ethoxy, propoxy, CI, F, NR l3 R 16 , and CF3; 

Z is II; 

C1-C4 alkyl substituted with 0-3 R 1 2a i 
C2-C4 attend substituted with 0-3 R 12a J or 
C2-C4 alkyHy! substituted with 0-3 K l2a i 
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R 12a at each occurrence, is independently selected from 
' aoH,ClF,NRl%^CM,ac«ylS^^^ 
propyl, butyl, mdhoxy. cthoxy, propoxy, Ci^ haloalkyl and Cl-C 2 Wo*** 

Fl3 at each occurrence, is im^endcntly selected from ^^lhtf^m- 
H, OH, me^l, .thyl, propyl, butyl, methoxy, emoxy. CI, F.Br, CN. «d ^3, 

Rl 4 is H, phenyl benzyl, mdhyl, ethyl. P^pyU or butyl; 

Rl5, flt each occurred, u. independently selected from H, methyl ethyl, propyl, and butyl; 

r1 fi at each occuira«ce, is independently selected Hum 

H, OH, methyl, ethyl propyl, butyl, benzyl plisnethyl, mcthyl-C(=0)-, ethyPCKO-, 
mcthyl-S(=0)2-, and elhyl-S(=0)2S 

r!7 is H, methyl ethyl, propyl butyl, meihoxymethyl, cthoxymethyl methoxyethyl 
ethoxycthyl 

phenyl substituted by 0-3 R l7a , or 
-CH2-phenyl substituted by 0-3 R 17a ! 

Rl7a is H, methyl melhoxy, -OTT, F, CI CF3, or -OCF3; 

r!8 ( at cacrl oocurtence, is independently selected from 

H, methyl ethyl, propyl, hutyl phenyl benzyl and phenethyl; and 

r19, at each occurrenre, is independently selected from 
H, mclliyl, and ethyl. 



26. (Previously added) A compound according to Claim 14 of Formula (ig): 



54 
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0 R 6 H 0 



R 10 

or a pharmacemically acceptable Gait thereof whenin: 

R 4 is Ci C4 alkyl substituted with 0-1 R 4a . 

C?-C4 alkenyl substituted with 0-1 R 4 *. or 
C2-C4 alkynyl substituted with 0-1 R 4a ; 



r4o is selected from 
H.F.CF3, 

C3 C6 carbocyclc substituted with 0-3 
phenyl substituted with 0-3 R 4b , or 

5 to 6 mcmbered heterocycle containing 1 to 4 heteroaioms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocycle is sutatitutcd with U- 
3 R4b ; wherein said 5 t» 6 membered heterocycle is selected frmu pyridmyl, 
pyrimi'dlnyl, triaziuyl, fiiranyl, thienyL thia2olyl, pyrrolyl, pipem/.i.iy], piperidinyl, 
pyrazolyl, imi«layxilyL oxazolyl. jsoxazolyl, and tetrazolyl; 

R<*b a t each occurrence, is independently selected from H, OH. CI, F, NR»5r16, C F 3 , acetyl, 
5JCH3. S(=0)CH3, S(=0)2CH 3 , methyl, ethyl propyl, butyl, methoxy, ethoxy, propuxy. 
(Jl -C2 baloalkyl, and C1-C2 Imloalkoxy; 

R5 is C1-C4 alkyl substituted with 0-1 R 51 *; 

C2-C4 alkenyl substituted with 0-1 R s, 'l 
C2-C4 alkynyl substituted with 0-1 R 515 ; 

R5b i s selected from: 
I10l6327«vl 
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H, methyl ethyl, propyl, butyl OR 14 - =°> 
C3-C6 caibooycle substituted with 0-2 R 5c '; 
phenyl substituted with U-3 R 5c ; or 

3 to 6 u *m1^ heterocycle containing 1 to 4 hetcroatoms selected feu nit*** 
oxygen, and sulphur, wherein said 5 to 6 members! heterocycle is mibthtuted with 0- 
3 r5c wherein said 5 to 6 merabercd heterocycle is selected &om pyridinyl, 
pyiWnyl, triazinyl, furanyl, ihiecyl, thiazolyl, pyrrolyl, piperazinyl, piperidinyl, 
pyrazolyl, imidazolyl, oxazolyJ, isuxaznlyl, and tetrazolyl; 

R 5c at each occurrence, is independently selected from H, OH, CI, F, HRl ^ <» CF 3 , acetyl, 
SCH3, S(0)C^, SH»2CIl3, methyl, ethyl, propyl, botyl, metfaoxy, ethoxy, propoxy, 
Ct C2 haloalkyl, and C.1-C2 haloolkoxy; 

Rl0i s H,C(-O)K 17 ,C(=OpR iy i 

C 1 -C4 alkyl optionally substituted with 0-1 R 10a ; 

plicnyl substituted with 0-4 R 10b ; 

CJ3-CG carbocycle substituted with 0-3 > or 

5 to 6 mcmbered heterocycle coi.tAinmg 1 to 4 heteroatoras selected ft.m. nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocycle Is substituted with U- 
3 Rt0b ; W herein said 5 lo 6 membered hetcroeyele is selected Hun pyridinyl. 
pyrimidinyl, triazinyl, foranyl. thicnyl ihiazolyl, pyrrolyl, pipe™.myl, piperidinyi, 
pyrazolyl, imidazolyl, iwazolyl. isoxazolyi, and tetrazolyl; 

RlOa is seated from II, methyl, ethyl, propyl, butyl, OR", C\, I, -O. NR' 5r16 CF3, 01 
phenyl substituted with 0-4 R l0b ; 

RlOb a , c3 r.h occurrence, is independently selected from H, OH, methyl, ethyl propyl, butyl, 
mcthoxy. ethoxy, propoxy, CI. F, NR 15 R 16 , and CF3; 



Z is C1-C3 alkyl substituted with 1-3 R i2 ; 

C2-C3 alkenyl substituted wiO» 1-3 R 12 ; 
C2-t3 aUcynyl substituted wiLli 1-3 R* 2 ;- 
C6 ClO ary 1 substituted with 0-4 R l2b ; 
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C3-U carbocycle suhKlitiited with 0-3 R 12b ; or 

5 in 6 membcrcd heterocycle containing I to 4 heteroatoms select from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heterocycle is substituted wrtn 0- 
3 Rl2b; wherein said 5 to 6 metered heterocycle is selected from pyridinyl, 
pyrimidinyl, triazinyl, furanyl thicnyl, thiazolyl, pyrrolyl, pipeiazinyl, pipcridinyl, 
pyrozolyl, imidazolyl, oxazolyl. isoxazolyl, and tetrazolyl; 

Rl2 & t each occurrence, is independently selected from 
C6-C10 atyl substituted with 0-4 R l2b ; 
C3-C6 carbocycle substituted with 0-3 R 12b ; or 

5 to 6 membered heterocycle containing 1 to 4 beteroatoms selected from nitrogen, 
oxycen, and sulphur, wherein said 5 to 6 membered heterocycle is substituted with 0- 
3 Rl2b ; wherein said 5 to 6 membered heterocycle is selected from pyridinyl, 
pyrimidrayl, triazinyl, furanyU thienyl, thiazolyl, pyrrolyl, pipcrazinyl, pipcridinyl, 
pyrazolyl, imidazolyl, oxazolyl, isoxazolyl, and idramlyl; 

Rl2b ? a t each incurrence, is independently selected Hum 

II, OH, CL *VNR 15 R 1( >, CF3. acetyl. SCII3, B(=U)CH3, $(=0)2^, methyl, ethyl, 
propyl! butyl', methoxy, ethoxy, P mpc*y, C1-C2 holoalkyl, and Ci-C 2 liaball<oxy; 

Rl3,ate»rfKKXurrence,iaindependenUyselecxedfroiu 

H, OH, methyl, ethyl, propyl, butyl, methoxy, ethoxy, CI, F, Br, CN, NR l5 R 1{ >, and CF3; 

R 14 is n, phenyl, benzyl, methyl, eihyl, prupy I, or butyl; 

Rl 5, at each occurrence, is independently selected from H, methyl, ethyl, propyl, and butyl; 

r"6, at each occurrence, is independently selected firom 

H, OH, methyl, ethyl, propyl, butyl, benzyl, phenethyi, methyl-C(=0)-. «th y 1-C(-0)-, 
methyt-S(=0)2-, and ethyl-S(-0)2-; 

R* 7 isH, methyl, ethyl, propyl, butyl, methoxymcthyl, ethoxymethyi, methoxyetbyl, 
ethoxyethyl, 
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phenyl substituted by 0-3 R 1 7a , or 
CH2-ph«iyl sohstitutcd by 0 3 R 17a ; 

r"» is H, methyl, jnetboxy, -OH, F, CI, CF3, or OCF3; 

r18, at each occurrence, is independently selected from 

H.methyl, ethyl, propyl, butyl, phenyl, benzyl, andpheiietbyl; and 

r1 9, at each occurrence, is independently selected from 
H, methyl, and <*M; 

provided, when R 13 is II, 

(hen 7. is C2-C3 Blkenyl substituted wiih 1 -3 R 12 ; or 
olkynyl substitmcd wifo 1-3 R 17 . 

27. (Previ..u«ly Added) Aphartnacetttical composition comprising a compound accenting to 
Claim 2 and a pharmaceutically acceptable! carrier. 

28. (Previously Added) A pharmaceutical composition comprising a compound accruing to 
Claim 3 and a pharmaceutically acceptable carrier. 

29. (Previously Added) A ph^ifwxutical composition comprisinij ■ compound according to 
Claim 4 and a phaimwdtfically acceptable carrier . 

30. (Previuasly Added) A pharmaceutical composition comprising a compound acoording to 
Claim 6 and a pharmaceutical^ acceptable carrier. 

31. (Canceled) 

32. (Canceled) 

33. (Previously Added) A pharmaceutical composition comprising a compound according to 
Claim 11 and a pharmaceutically acceptable carrier. 

it 
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34. (Canceled) 

35. (previously Added) A pharmaceutical composition comprising a compound according to 
Claim 13 and a pbarmaccutically acceptable carrier. 

36. (Previously Added) Aphnnnaceuticalcomposiiii,.! comprising a compound aa:u.ding to 
Qaim 14 and a pharmaccutioally acceptable carrier. 

37. (Previously Added) A pharmaceutical composition comprising a compound according to 
Claim 16 and a pharmaeeuticsdly acceptable carrier. 

38. (Canceled) 

39. (Previously Added) A pharmaceutical composition comprising a compound according to 
Claim 20 and aphaimaeeuticaUy acceptable carrier. 

40. (Previously Added) A pharmaceutical composiiioa comprising a compound according to 
Claim 25 and a pharmaceutical^ acceptable easier. 

41 . (Previously Added) A pharmaceutical composition comprising a compound according to 
Claim 26 and aphannaceutically aceeptahle carrier. 

42. (Previously Added) A method fi>r the treatment of Alzheimer's Disease comprising 
administering to ahosiiu need of such treatment a therapeutically effective amount of a 
compound of Claim 2. 

43. (Previnusly Added) A method for the treatment of AMieiuiei-'s Disease comprising 
administering to a host in need of such treatment a therapeutically effective amount of a 
compound of Claim 3. 

44. (Previously Adrfcd) A method for the treatment of Alzheimer's Disease comprising 
adininislrnogto ahost in need of such treatment a therapeutically effective amount of a 
compound of Claim 4. 
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45. (Previously Added) A method for the treatment of Alzheime, 's Disease comprising 
administering to a host in need of sucb 

treatment a therapeutically effective amount of a compound of Claim 6. 
46.. 47. (Canceled) 

48 (Prevl ons ly Added) A method for the treatment of Alzheimer's Disease comprisine 

admins, ing to a host in need of such treatment a therapeutically effective amount of a 
compound of Claim 11. 

49. (Canceled) 

50 (Previously Added) A method fin the treatment of Alzheimer's Disease comprising 
administering to a host in i**d of such treatment a merapentical ly effective amount of a 
coiupound of Claim n. 

51 (Previously Added) A method lor the treatment of Alzheimer's Disease comprising 
administering to a host in need oi euch treatment a therapeutically ettective amount of a 
compound of Claim 14. 

52. (Previnusly Added) A method for the treatment of Alzheimer's Disease comprising 
ad ministering to a host in need of such 

treatment a therapeutically effecdve amount of a compound of Claim 16. 

53. (Canceled) 

54. (Previously Added) A method for the treatment of Alzheimer's Disease comprising 
administKriiig to a host in need of such treatment a therapeutically effective amount of a 
compound of Claim 20. 

55. (Previously Added) A method for the treatment ol Alzheimer's Disease comprising 
administering to a kwt in need ef such treatment a therapeutic ally effcrtive amount of a 
compuuuO of Claim 25, 
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56 (Previously Added) A mefhod for the treatment of Alzheimer's Disease comprising 
adnnnistering lo a but in need of such treatment . iLe.rapeotically effective amount of a 
compound of Claim 26. 



57. (NEW) A compimiid according to Claim 2 of Formula (la) 




(la) 

or a pharmaceutical^ acceptable salt thereof, 
wherein: 

-(CK7R^S-(CR 7 R 7a )m-R 4 s 
-(CR 7 R 7a VO-(CR 7 R7a )m . R 4 ) or 

-(CR 7 R 7a VNlR 7b HCR 7 R 7a )m-R 4 ; 
nisO, l 7 o*2; 
ni isO t 1, or 2; 

R* a is H, OH, methyl, ethyl, propyl, butyl, mcthoxy, ethoxy, propoxy, buiuxy, allyl, or 
3-buten-l-yl; 

R4i B H ? OH > OKl 4a , 

Ci-Cfi alkyl substituted with 0-3 R 4 * 
C2 C6 alkeiiyl substituted wil.h 0-3 R 4a , 
C2-Cfi alkynyl substituted with 0-3 R 43 , 
C3 Ci 0 carbocycle substituted with 0-3 R 4t \ 
U6-C10 wyl Substituted with 0-3 ft 4 **, or 

til 

11016S276V1 
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5 to 10 memberedheterocycle containing 1 to 4 hateroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 aembered b^ocyole is substituted with 
0 3R 41 >; 

R4a, M each occurrence, is independently selected from II, F, CI, Br, I, CP3, 
C3-C10 carbocycle substituted with 0-3 R 4b , 
Cfi-ClO aty' suhKlilutcd With 0-3 R 4b , or 

5 to 10 mcmbared heterocycle contabing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 tnembered hdeiocycle is substituted with 
0 3R 4b ; 

R4b ^ each occurrence, is independently selected from H. Oil, CI, F, Br, I, CN, NO2, 

NR15R16, CF 3 , acetyl, SCH3. S(=0)CH 3 , S(-0)2CH 3 , C1-C6 alkyl, C1-C4 alkoxy, 
Ci-C4».*loalkyl,andCi U haloallcoxy, 

R^s^OR* 4 ; 

C[-Cs alkyl substituted with 0-3 K> b ; 
C1-C6 dVoxy substituted with 0-3 R* b ; 
C2-C6 alltet iyl substituted with 0-3 R^; 
C2-C5 alkyiiyl substituted with 0 3 R3 b ; 
C3-C10 carbocycle substituted with 0-3 R 5c ; 
CfrClO aryl substituted with 0-3 R Sc ; or 

5 to 10 membered heterocycle. cnniniuing 1 to 4 heteroatoms selected from nitiogcn, 
oxygen, and sulphur, wherein said 5 to 10 membered heterocycle is sulwtituted with 
0-3 R5c; 

R5a isHorCi-C4aUcyl; 

R,5b at each occurrence, is independently selected from: 

H. Cl C6 alkyL CF3, OR" CI, F, Br. I. -O, CN. N02, NR* W*; 
C3 ClO carbocycle subalihitwl with 0-3 R^ c i 
U6-C10 aryl substituted with 0-3 R 5c ; or 
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3 to 10 uttmhrtd hetorocyele contain^ l to 4 heteroatoms eekcted ftwu nitmgen, 
.uygen, and sulphur, wherein said 5 tn 1 0 numbered beterocycle is substituted with 
0-3 r5c ; 

H*c at each occurrence, is independently selected from H, OH, CI F, Br, U CN, N02, 

NRl%16 cf 3 , ar.dyl, SCII3, S(-0)CH3, SC-OfaCHj. C\4t W *koxy, 
C1-C4 haloalkyl, and Ci-Ci haloalkoxy, 

R$ is rt methyl, or ethyl; 

R?, at each omnrencc. is independently selected from H, Oil, CI, F, Br. L CN, N02, CF 3 , 
phenyl and C1-C4 alkyU 

R7a al C ach occurrence, is independently elected fromH, OH, CI, F, Br, T, CN, N0 2 , CF 3 , and 
Ci-C4alkyl; 

R7b u independently selected from H, methyl, ethyl, propyl, and butyl; 
Ring B is 

K" VSl« 



r1 1 at each occurrence, ™ independently selected from 

' H, fi-C 4 alkoxy, CI, F, Br, I, CN, NO Z , NR«R C(«0)R» C(=0)ORl7 
CC-ONR 1 W Sl^JfeNR^R 19 , CF 3 ; 
Cl-C6 aUcvi optionally substituted wiih 0-3 S lla ; 
C6-Ci0 wyl substituted with 0-3 R'l lb ; 
C3-C10 carbocycle substituted with 0-3 R 1 lb ; or 
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5 to 10 membered heterocycle containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membered beicrocydc is substituted with 
0-3 R ub ; 

Rl lft, at each occurrence. i3 independently selected from II, C1-C6 OR 14 , CI, F, Br, I, =0. 
CN, NOj, NR 15 R 16 , Ct'3, or phenyl substituted with 0-3 R 11b ; 

Rllh ^ occurrence, is independently selected from 

' H, OH, CI, F, Dr, I. CN, NU2, NRISR 16 , CF 3 , acetyl, SOU, seOCHfc S(-OteCH 3 . 
Ci-C<> alkyl. Ci-U alkoxy, C1-C4 haloalkyl, and C1-C4 haioalkoxy, 

Z is H; 

C.\-C6 alkyl substituted with 0-3 R 12a 5 
Qi-Ca alkonyl substituted with 0-3 R ,2a 5 ur 
C2-C4 a'lcynyi substituted with 0-3 R 12o *< 

^12a at each occurrence, is independently selected from 

' H, OH, CI, F, Dr, L CN, N02, NR^rW, CF 3) acetyl, SCH3, S(-0)CH3, S(=0)2CH 3 , 
Ci-Oe alky), C1-C4 alkoxy, C1-C4 halonlkyl, and Ci-C4 haloolkoxy; 

r13 at each occurrence, is independently selected from 

H, OH, CK6 alkyl, C1-C4 alkoxy, CI, F, Br, T, CN, NO2, NR15r16 and CF 3 ; 

Rl4 ; s n, phenyl, benzyl, C1-C6 alkyl « C 2-C6 alkoxyalkyl: 

Rl4a i s h, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

r15, at each occurrence, is independently selected from H, Cl-Cg alkyl, benzyl, phuneu.yl, (Ci- 
C6 alkyl)-C(=0)-, mid (Oi-Cg aIkyl)-S(=0)2-; 

Rl6, at each occurrence, is inrlependendy selected from 
H, OH, Ci -C6 alkyl, bereyL phenediyl. 
(Cl-Cfi alkyl)-C(=0)-, aiid (Ci-Tfi alkyl)-S(=0)2-; 
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jg m» Ci-Ce atkyl, C2-C6 alkoxyalkyl, 
aryl substituted by 0-4 R l7a , or 
-CH2-aryl sidistitutcd by(MR l7a ; 

Rl7a i3 h, methyl, ethyl, propyl, butyl, racthoxy, ethoxy, propoxy, butoxy, -OH, f d, Br, I, 
CF 3) OCF3, SCHJ. S(0)CH 3 , SO2CH3, -NH 2 , -N<CH 3 >2, or Ci-C* Moatkyl; 

K"18, at each cccun«icc, is independently selected from 
TT, C1-C6 olfcyl. phenyl, bcuzyl, phendhyl, 
(Ci-CC, alkyl)-C(=0>, and (Ci-Cfi alkyl)-S(-0)2-; a» d 

RlV at ejuih occurrence, is independently selected from 
H, OH, C1-C6 altyl. phenyl benzyl phenethyl, 
(C1-C6 alkylKC^K (^1^6 alkyl) S(=0)2- 



58. (MEW) A compound suxording to Claim 2 of Formula (la) 

° RfR 5a R 6 ft 

R 3 V a 0 W 
(la) 

or apharmaceutiriilly acceptable salt thereof, 
wherein: 

R*is-(CR 7 R 7a VR 4 > 

-<CR 7 K 7a )n S-(CR 7 R Vo )m-R- 4 , 
-(CR 7 R 7a VO-(CR 7 R 7a )m-R 4 . 
-(CK 7 R 7a V N ( R7b )-( CR7R7a )m- R4; 

nisO, l,or 2; 
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in is 0, 1, or 2; 



R3* i 8 H, OH, methyl, ethyl, propyl butyl, methoxy, ethoxy, popovy, butoxy, allyl, or 
3-buten-l-yl; 

R 4 isH,OH 7 OR* 4 *, 

C1-C6 alky I substituted wilh 0-3 R 4a , 
C2-Cg alkcaji substituted with 0-3 R 4a > 
C2-C6 alkynyl substituted with 0-3 R 4a , 
C3-C10 carbocyclc substituted with 0-3 R 4b f 
Cg-C 10 aiyl substituted with 0-3 R 4b , or 

5 to 10 membensd heterocyelc containing 1 to 4 hetemriomfi selected from nitrogen, 
oxygen, anil sulphur, wherem said 5 to 10 memberal hcterocydc is substituted with 
0^3 R 4b ; 

&4a^ at cac h occurrence is independently sclented from H, F, CI, Br, I, CF3, 
C3-C10 carbocycie substituted with 0-3 R* 
C4-C10 aryl aubatituted with 0-3 R 4b , or 

5 to 10 memherrd hctcrocyolc containing 1 to 4 hetewatorai elected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 meiubered hctcrocyolc is substituted with 
0-3 R 4b ; 

R 4 b at each occurrence, is independently selected from Hp OH, CI, F, Br, I, CN, NO2, 
NR 15 R> 6 . CF3, acetyl, SCH3, S(=0)CH 3 , S(-0)2CH3, Ci-Cfi alkyi, C1-C4 
Cl C4haloaJkyl, and C1-C4 hatoalkoxy; 

R5 isH f OK' 4 ; 

C1-C6 alkyi substituted with 0-3 R 5b ; 
C1-C6 alkoxy substituted with 0-3 R 5 ^; 
C2-C6 alkenyl substituted with 0-3 R 5b ; 
C2-C6 alkynyl substituted with 0-3 R 5b ; 
C3-C1U cafbucyde substituted with 0-3 R 5c i 
Cfi-Cio aryl substituted with 0-3 R 5c ; or 
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5 to lOmembemlhetcrocyclecotitainuig 1 to A heteroatoms selected ftomnfougeo, 
oxygo,, and sulphur, wherein add 5 to 10 mcmbercdheterocyde is substituted with 
0-1 R 5c ; 

R5ai$riorCi-C4alkyl; 

F 5b at each occurrence, is independciiUy elected from: 

H, C1-C6 allcyl, CF3, OR14 Cl, Y t Br, I, =0, CN, N02. NR 15 R 16 : 
C3 ClO carbocyck substituted with O 3 R 5c ; 
C6 Cl 0 aryl substituted with 0-3 R 5l ; or 

5 to 10 membered heterocycle containing 1 to 4 hcteroatomfi selected fiom nitrogen, 
oxygen, and sulphur, whcie-in said 5 to 10 membered heterocycle is substituted with 
0 3R 5c S 

r5c, at each occurrence, is independently selected tmrn H, OIL Cl F. Br, I CN, N02, 

NR15R16 cf 3 , acetyl. t>CH 3 , S(=0)CH 3 . SH>) 2 CH 3 , C1-C6 <dkyl C1-C4 altoxy, 
C1-C4 haloalkyl, and C1-C4 haloalkoxy; 

is H, methyl, or ethyl; 

R7 at each occurrence, is independently selected from H, OH. Cl F, Br, I, CN, N02, CF3, 
phenyl and Ci-C4aUcyl; 

R7* at each occunence, is indepaidciuly selected from H, OH, Cl, F, Br, I, CN. N02, CP 3 , and 
Ci-C4alkyl; 

R?b i 8 independently selectral from H, methyl ethyl propyl, and butyl; 
Ring Bis 
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R 10 is H. U(=0)R 17 , C(=0)ORl 7 . CKflNR^R 19 , 

S(O)2NRl8Rl*,S(=0)2ll 17 ; 

Cl-C6 alkyl optionally substituted with 0-2 

Cfi-ClO aryl substituted with 0-4 

C3-C1O carbooycle substituted with 0-3 R 10b ; or 

5 to 10 roembered heterocycle containing 1 to 4 hctcroatoms selected from nitmgen, 
oxygen, and sulphur, wherein said 5 to 10 membered heterocycle is substituted with 
0-3 R 10b ; 

RlOa at each occurrence, is independently selected from H, Ci-C6 alkyJ, OR** CI, F s Br, I, -O, 
' CN, NO2, NR 15 R 16 , Cf 3. or phenyl substituted with 0-4 R 10b ; 

RlOb a, each occurrence, is independently selected fiom H, OH, O1-C6 alkyL C1-C4 alkoxy, 
CI, F, Br, I, CN, NO2, NR l5 R 16 , or CF3; 

ZisH; 

Ci-C6 alkyl substituted with 0-3 K Uv > 
C2-C1 alkenyl substituted with 0 3 R 12 * or 
C2-C4 Hlkynyl substituted withO 3 K 12 ^ 

K 12a } at each occurrence, is independently selected from 

H. Oil, CI. F, Br, 1, CN, N02, NR 15 R 16 , CP}, i«etyl. SCII3. S(=OW S(=0)2CH3, 
Ci Cf, aikyl, C1-C4 alkoxy, C1-C4 haJoalkyl, and Cl -C4 holoalkoxy; 

R 13 . at each occurrence, is independently seterted front 

rift 
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H, Oil, Ci-Cd alkyl, C1-C4 F - Br - 1 > CN ' N02 » N* 15 * 1 * * aA CTy ' 

rH ;* H, phenyl, benzyl, Q-C6 alkyl, or O2-C6 alkoxyalkyl; 
K Ua is H, plienyl, benzyl, methyl, ethyl, propyl, or hutyl; 

Rl5, at each occurrence, is independently selected tromH, C1-C6 alkyl, benzyl, phencthyl, (Ci- 
Co alkyD-C(=OK «™> ( r -l" c 6 alkyl)-S(=0)2 5 

R* 6 , at each occurrence, is independently selected from 
H, OH, C1-C6 alkyl, benzyl, phenethyl, 
(C1-C6 alkyl)-C(-0) . and (C1-C6 alkyl)-S(-0)2-; 

r!7 i s H, Ci-C.6 alkyl C2-C6 alkoxyalkyl, 
aryl substituted by M R l7a , or 
-CH2-aTyl substituted by 0-4 Rl7a ; 

Rl7a « h meiliyl, ethyl, propyl, butyl, methoxy, ethoxy, piopoxy, butoxy, -OH, V, CI, Br, I, 
CF3. UCF3, SCH3, S(0)CHj, SO2CII3, -NH?, -N(CH3)2, * C1-C4 halualkyl; 

Rl8, at. each occurrence, is independently selected from 
H, Ci-C« alkyl, phenyl, benzyl, phenethyl, 
(C1-C6 <rtVy1)-C(-0)-. and (Ci (Jfi alkyi)-S(=0)2S and 

Rl9, at each occurrence, is independently selected from 
H, OH. Ci -06 alkyl, phenyl, benzyl, phenethyl. 

(Ci-Cfi aikyi) Qroy, ^ ( c i- c o' *ikyi)-S(=o)2-. 

59. (NEW) A compound according to Claim 12 of Formula (la") 

O R^R* 0 

R R O ~ 
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(la") 

or a ptiaimaccutically acceptable salt thereof 
wherein; 

R3i S -(CR7R7^)n-R 4 , 

•(atW^^CRW^-R*. or 

nis 0, l,or2; 
mist), l.or 2; 

R3a is h, OH, meihyl, ethyl, propyl, butyl, methoxy, ethoxy, piopovy, butoxy. allyl or i-buten- 
1-yl; 

R 4 ;*H,OII,OR 14 * 

Ci Cfi alkyl substituted with 0-3 R 4a , 
C2-C6 alkenyl substituicJ with 0-3 R 4a . 
C2-C6 olkynyl substituted with 0-3 R 4 *, 
C3-C1 0 carbocycle substituted witli 0-1 R 4 *, 
C6-C10 aryl substituted with 0-3 R 4b , ur 

5 to 10 monbered heterocyele containing 1 to 4 helwn atoms selected from nitrogen, 
oxygen, and sulphur, wherein said S 1o 1 0 mcmbercd hctcroeycJe is substituted with 
0 3 K 4 b ; 

R 4a , at each occurrence, is independently selected from Hj F, CI, Br, I, CF3, 
C3-C10 carbocycle substituted with 0-3 
aryl substituted with 0-3 R 4b , or 
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<i u. 10uicmbcrcdhct«ocyclecontainiiig 1 to 4 hetcroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membered heterocycle is substituted with 
0-3 R^i 

R4b, at each occurrence, is iudepcndcntly selected from H, OH, f.i, V, Dr. 1. CN, N02, 

NRl 5r16, CF 3 , acetyl, SCH 3 , S(-0)CH 3) S(=0)2CH 3 , Cl-C 6 alkyl, Cl-C 4 olkoxy, 
C1-C4 haloHlkyl, and Cl-U hflloaflcoxy, 

R 5 isH,ORl 4 ; 

Ci-T-6 alkyl substituted with 0-3 R 5b ; 
Ci-C(j alkoxy substituted with 0-3 R 5b ; 
C2-C6 alVcnyl substituted with 0-3 R 5b ; 
C2-C6 alkyuyl snlvititutcd with 0-3 R5b; 
C3-C10 carbor.ycle substituted with 0-3 R 5c ; 
C6-C10 aryl substituted with 0-3 R Sc ; or 

5 to 10 membered heterocycle containing 1 to 4 hctcroatome selected from nitrogen, 
oxygen, and sulphur, whweln said 5 to 10 membered heterocycle is substituted with 
0-3 R 5c ; 

R5ai s HctfCi-C4 alkyl; 

R5b at each occuncuce!, is independently selected from: 

H. C1-C6 alkyL CF 3) OR^, d, F, Bi, I, -O, CN,N02,NR ,5 R 1 «; 
O3-C10 carbocycle substituted with 0-3 R 5c ; 
C6-C1 0 oryl substituted with 0-3 R i0 ; or 

3 to 10 membered lirtcrocyclc containing 1 to 4 heteroatoms scledert from nitrogen, 
(ofygen. and sulphur, wherein said 5 to 10 membered heiiiniuycle is substituted with 
0-3 R 5c ; 

r5c at each occurreiiws is independently selected from H, OH, Cl, F, Br, L CN, NO2, 

NRl5Rl<5, CF 3 . acetyl. SCII 3 , S(=0)CH 3 , S(=0)2CH3, Ci-C 6 alkyl. C1-C4 alkoxy, 
C 1-C1 haloalkyl, and C1-C4 haloalkoxy; 
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is H, methyl, or ethyl; 

r7 at eachoccunfciicc, is independently selected from 

II, OH, CI, F, Br, L CN, NO2, CF3. phenyl, and C1-C4 alkyl; 

R7a a i each occurrence, is independently sel«ctcd from 

H, OH, CL F, Br, 1, CN. N02. Ctt, awl C J -C4 alkyl; 

R7b is independently selected from H, methyl, ethyl, propyl, and butyl; 
Ring Bis 

N \ 5 



RlO is H, C(=0)R 17 , U-0)ORl7, C(=0)NR 18 B 19 , 
S(-0)2NR18R^,S(-0)2R 17 ; 
C1-C6 tJky 1 optionally substituted with 0-2 R l0a ; 
C6-C10 aryl substituted with 0-4 R* 015 ; 
C3-Cift carbocycle substituted willi 0-3 R l0b ; or 

5 to 10 membcrcd heterocycle containing 1 lo 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 m 1 0 membered heterocycle is substituted with 
0-3R 10b ; 

RlOa ? m cud! occurrence, is independently selected from H, Cj-Ce alkyl, OR 14 . CI, F, Br, U =0, 
CN, NO2, NR 15 R 16 . CP'S, or phenyl substituted with 0-4 R l0b ; 

RlOb t ^ each occurrence, U independently selucicd dora H. OH Ci-Cfi alkyl, C1-C4 alkoxy, 
CI, F. Br, 1, CN, N02, NR l5 R 16 , or CF3, 
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at each occurrence, is independently selected rrom 

C(=0)NR 18 R 19 , S(-0)2NK 18 R 19 , CF3; 
Ci -C6 alty 1 optionally substituted wilh 0-3 R 1 1 a ; 
C6-C10 aryl substituted with 0-3 R 1 ,h i 
CvCl 0 carbocycle substituted with 0-3 R 1 lb ; or 

5 to 10 membered heterocycle conminlug 1 to 4 hcteroatonu selected jh>m nitrogen, 
oxygen, and sulphur, wheiein said 5 to 10 membered heteruuyde is substituted with 
0-3 R llb ; 

Rl 1 a Ht each occurrence, is independently selected from 11 Ci -C6 alkyl, OR^, CI, F 7 Br, T, =0, 
CN, NO2, NR 15 R 1( \ CF3, or phenyl substituted with 0-3 R D ; 

Rl 1 b at each occurrence, is independently selected from H, Oil, CL F, Br, I, CN, 

' NRlSRl* Cr 3 . acetyl, SCH 3l S(*0)CH 3) S(-0)2CIl3. Ci-Cfi dlkyl, C1-C4 atony, 
C1-C4 haloalkyl. and C1-C4 haloalkox y, 

Z is C1-C6 alkyl substituted with 1-3 R 12 ; 

C2-C4 dkenyl substituted with 1-3 R 12 ; 
C2-C4 alkynyl substituted with 1-3 R 12 ; 
C6-C1O aryl substituted with 0-4 Rl2b; 
C3-Cio carbooyclc substituted wilh 0-4 Rl2b; or 

5 to 10 membered lictarocyclc containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membKral heterocycle is substituted with 
0-3R 12b ; 

r12 b jt each occurrence, is independently selectwl from 
C 0 -Ciu aryl substituted with 0-4 R l2b ; 
C3-C1U carliucyclc substituted with U 4 Rl2b ; or 

5 to 10 membered Jifiterocyclc containing 1 to 4 heteroatoms selected from niuogcu. 
oxygen, and sulphur, wherein said 5 to 10 membered lieteiocycleis substituted with 
0-3R 12b : 
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Rl2b a t each occurrence, is independently selected from 

' H, Oil, CL F, Ht, I, CN, NO* NRl5 R 16 cf 3 . acetyl, SCH3, S(=0)CH 3> S(=-0) 2 CH3, 
Ci-C6 olkyl, C1-C4 alkoxy, Ci-r4haloalkyl, and C1-C4 haloalkoxy; 

K.13, at each c««irrcnce, is independerUly setectrd from 

H, OH, C1-C6 alkyl, C1-C4 alkoxy. CL F, Br, L CN, N0 2 , W 15 * 16 . «nd ^ 

R14 is H, phenyl, benzyl, Ci-Cg alkyl, or C?-Cf, alkoxyalkyl; 

R* 4a is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

r15, at each omirreacc. is independently selected from H,Ci-C<> alkyl, benzyl, phenethyL. <Ci- 
C6 alky1)-C(-Oh and (C1 C6 aDcyl)-S(=0)2s 

r' 6 , at each occurrence, is independently selected from 
H.OH,Cl C6 alkyl, benzyl, phenethyL 
(C1-C6 alkyl)-q=0)-, and (Ci-C6alkyl)-S(=0)2-; 

r17 13 h, Ci C6 alkyl, C2-C6 «lko*y»tkyl. 
aryl substituted by 0-/1 R 1 7a , or 
-CH2 aryl substituted by 0-4 R 17a ; 

Rl7a i s h. methyl, ethyl, propyl, butyl, medioxy, cthoxy, propoxy, butoxy, -OH, F, CI, Br, L 
CF 3) OCF3, SCH3, S(0)Cm, SO2CH3, -NH2, -N(CHj>2, ui C1-C4 haloalkyl; 

Rl8, at each oec.uiif.nce, is independently selected from 
H.Ci-Cfi alkyl, phenyl, benzyl, pheiiethyl, 
(Cl-Q; alkyl)-C(=0)-, and (Ci-Qi alkyl)-S(=0)2-; and 

R19, at each occurrence, is independently selected from 
H, Oil, C1-C6 alkyl, phenyl, benzyl, phenethyL 
(Ci-C(S ollcyf) C(=0)-, and (Ci-C 0 alkyl>S(-0)2-; 
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provided, when R 1 ^ i$ H, 

then Z is U-C6 a&yl substituted with 1-3 R 1 2 ; 

C2-C4 alkeoyl substituted with 1-3 K 12 ; or 
C2-C4 alkynyt substituted with 1-3 R l2 > 



60. (NEW) A compound according to Claim 12 of Furomla (la") 

R 3 R 38 0 ^ 
(!«") 

ot a phaimaceuhcally acceptable sail iheieo£ 
wherein: 

R 3 is .(CR./S. 7a )n-^*» 

-(CR7R / a )ir o.(CR7R7a) in -R4, or 
-(CR^R'/aj^RTbj^CR^WK 4 ; 

ziisO. 1, or 2; 
mis 0,1, or 2; 

is H, OH, methyl, ethyl, propyl, butyl, methoxy, cOioxy, propoxy, bntoxy, ollyl. or 3-buten- 
1-yl; 

R4 i6 H,OH,OR 14tt . 

C.1-C6 alkyl substituted with 0-3 r4«\ 
C2-C6 alkenyl subBtituled with 0-3 R 4a , 
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C2-C6 alkynyl substituted with 0-3 R 451 , 
C3-C1O carbooycle substituted with 0-3 R 4 °, 
C^ClO aryl substituted with 0-3 R 4b , or 

5 to 10 mcmbered heterocycle containing 1 10 4 ucteroatoma selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 membcrcd hctcrooycle is substituted with 
0-3 R 4b ; 

R4a r a t each occurrence, is independently selected from H, F, CI, Br, 1, CF3, 
C3. Ci 0 carbocyde substituted with 0-3 R*\ 
C6-C10 aryi substituted with 0-3 R 4b , or 

5 to 1 0 mcmbered heterocycle containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein ™id S to 1 0 mcmbered heterocycle is substituted with 
0-3 R*; 

R4b at each occurrence., is independently selected fromH, OH, CI, F, Br, L CN, N02, 

Nr15r16 CF-i, ralyl SCI13, S(=U)CH 3 , S(=0) 2 CH 3l C^6 dkyi. C1-C4 alkoxy, 
C1-C4 halualkyl, and Cl-U haloalkoxy, 

R5iaH,OR 14 ; 

C1-C6 altyl substituted with 0 3 R 5b i 
Ci-Cg alkoxy substituted with 0 
C2-C6 alkenyl substituted with 0-3 
C2-C6 alkyuy l substituted with 0-3 K^; 
C3-QU carbucycte substituted with U-3 R^ c ; 
C6-C10 s^yl substituted with 0-3 R Sc : or 

5 to 10 membcred heterocycle containing 1 to 4 heteroatoms selected from niLrugen, 
oxygen, and sulphur, wherein said 5 to 10 membered heterocycle is substituted with 
0-3 R* c ; 

R5aisIIorCl-Ua!kyl; 

R5b ( ^ cac h occurrence, is independently selected ftwii: 

H, Cl-C<> alkyl CF 3 , OR^, a F, Br, 1, -0, CN, N02, NR15rI&; 

76 

110J63276V1 

PAGE 28/46 1 RCVD AT 7(1512004 5:08:34 PM [Eastern Daylight Time] 1 SVR:USPT0-EFXRF-1/2 ' DNIS:8729306 * CSlD:203 965 8227 * DURATION (mm-ss):09-26 



JUL 15 2004 17:12 FR P I LLSBURY UINTHROP 203 9G5 8227 TO 91703872930G 



P. 29 



U.S.App1. No. 09/505,7*8 

Response to Office Action Mailed 12/12/02 

P^. 77 of 93 



C3-C10 oarbooycle substituted with 0-3 R 5c : 
Cg-Cio aryl substituted with 0-3 R 5c ; or 

5 to 10 mcmbercd heterocyele containing 1 in 4 hetcroatoms selected from nitrogen, 
uxygen. and sulphur, wherein said 5 to 1 0 membcred heterocyele is substituted with 
0-3 R' c ; 

r5c > at each occurrence, is independently selected from H, OH, CI, F, Br, I, CN, NO?., 

NRl5 R 16 f CF 3 , arciyL SCTT3, S(=0)CH3, S(=0)2CH 3 , Q-Q, Myl, C1-C4 alkoxy, 
C1-C4 haloalkyl, ml C1-C4 haloalkoxy; 

R 6 is H, methyl, or ethyl; 

R 7 , at each occurrence, is independently selected from 

FT, OH, CI, F, Br, 1, CN, NO2, CF 3 , ph^iyl, and C1-C4 alkyl; 

r7s « each occurrence, is independently selected from 

H, OH, Cl, F, Br, I, CN, NO2, CF 3 , and C1-C4 alkyl; 

R7b i s independently selected from H, methyl, ethyl, propyl, and butyl; 

Ring Bis 
O 



N R 1 ' 

R™ R 



R.1 1, at each uucurrcncG. is independently selected ftom 

H, C1-C4 alkoxy, Cl, f , Br, 1. CN, N0 2 . NR 18 R 19 , C(-0)Kl7, c(=0)ORl7 
CCOlNR^RlP, S(=0)2NR 18 R 19 , CFj; 
C 1 -C<> alkyl optionally substituted with 0-3 R 1 1 *; 
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Cfl-Cio aryl substituted with 0 3 R llb ; 
C3-C10 carbocyclc substituted with 0-3 R nb ; or 

5 to 10 membered heteweyde containing I to 4 heteroatoms selected from nitrogen, 
oxysen, and sulphur, wherein said 5 to 10 membered hetsiocyole is substituted with 
0-3 R llb ; 

R 1 U at each occurrence, is independently selected from H, C1-C6 alkyl, OR* CI, P, Br, I, "O, 
CN, NO2, NR 1 5 R 16 , CF3, or phenyl suletituted with 0-3 R llb ; 

Rl lb * each occurrence, is independently selected from H, OH, CI, F, Br, I, CN, NO2, 
' NRl5 R 16 C F 3l acetyl, SCH 3 , S(=0)T.H3, S(=0)2CH3, Ci C6 alkyl, C1-C4 alkoxy, 
C1-C4 haloalkyl, and C I -C4 halualknxy; 

Z is C1-C6 alkyl substituted with 1-3 R l2 , 

C2-C4 alkenyl substituted with ) -3 R 12 ; 
C2-C4 alkynyl substituted with 1-3 R* 2 ; 
C6-C 10 aryl substituted with 0-4 R 12b ; 
T.3-C10 carbocyclc substituted with 0-4. Rl2b ; or 

5 W 10 mantl ed heterocycle containing 1 to 4 helcruatnms selected from nitrofien, 
oxygen, and sulphur, wherein said 5 to 10 membered heterocycle is substituted with 
0-TRl2b. 

Rl2 at each occurrence) is independently selected from 
C6-Q0 aryl substituted with 0-4 R 1 71> ; 
C3-C10 carbocyclc substituted with 0-4 R 12b ; or 

5 to 10 membered heterocycle containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, whensin said 5 to 10 membered heterocycle is substituted witli 
0-3 R i:ib ; 

B 12h i a t each occurrence, is independently selected from 

' H, OH, CI, F, Br, I, CN, N0 2 , NRt-W CF3, acetyl, SCH3, S(=0)CH3, S(=0>2rH 3 , 
C1-C6 alkyl, C1-C4 alkoxy. C1-C4 haloalkyl, and C1-C4 haloatkoxy; 
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Rl3. at each occurrence, is mdepcudejitly selected from 

H, OH, Ci^ 6 alkyl, C1-C4 alkoxy, CI, F, Br. 1, CN, N0 2 , NlO and CF 3 ; 

Rl4 i8 H, phenyl, benzyl. C1-C6 nlkyl, or C2-C6 alkoxyalkyt; 

R) 4a is H, phenyl, benzyl, methyl, ethyl, propyl, or butyl; 

Rl *, at oath occurrence, is independently seteclod from II C1-C6 alkyl, benzyl, phoiethyl, (Ci- 
C6 alkyD-CC-O) , and (Ci-C D alkyl)-S(=0)2-; 

Rl6 h1 each occurrence, is independently selected Hum 
H, OH, Cl-Cfe alkyl ]™ry\, phcnctiiyl, 
(C1-C6 alkylKX-O)-, and (Ci-Ufi alkyl)-S(=0)2-| 

r17 is H, Ci-C^ alkyl, C2-C6 alkoxyalkyL 
aryl substituted by 0-4 R 17a , or 
-CHz-ary 1 substituted by 0-4 

K> 7a i s h, methyl, ediyl, propyl, butyl mcthoxy, ethoxy, propoxy, buimy, -OH, F> CI Br, U 
CF 3 , OCF3, SCHv S(0)CH 3 , S02CH 3 , -NH2, -N(CH3)2, or C1-C4 haloafcyl; 

Rl8, at each incurrence, i& independently selected from 
H, C1-C6 alkyl, phenyl, ben/.yl, phcncthyl, 
(C1-C6 alkyl)-C(-0)-, and (C1-C6 alkyi)-S(-0)2S and 

R 1 9 , at each occurrence, is independently selected from 
II, Oil C1-C6 alkyl, phenyl, benzyl, phenethyl, 
(C1-C6 alkyl) C(=0>, and (C1-C6 alkyl)-S(=C)2-; 

pruvided, when R 13 is H, 

then Z is C4-C6 alkyl substituted with 1-3 R 12 ; 

C2-C4 alkcaiyl substituted with 1-3 R 12 ; or 

C2-C4 alkynyl substituted with 1-3 K 12 . 
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<i1 . (NEW) A compound awarding to Claim 13 of Formula (la") 

0 R 5R 5a R 6 0 

R 3 R 3e 0 

(la") 

or a phann HUBHticaJly acceptable salt thereof, 
wherein: 

R^is (chrVR 4 . 
nisOorl; 

K 3a ie H, OH, meiliyl, ethyl propyl, buiyl, meihoxy, ethoxy, pwpoxy, butoxy, kllyl, or 
3-buleu-l-yl; 

R4kH.0H.0RM*, 

Ci -C4 alkyl substituted with 0-2 R 4 *, 

U2-C4 alkenyl substituted with 0-2 R 43 , 

C2-C4 alkynyl substituted with 0-1 R 4a , 

C3 Cfi carbocyclc substituted with 0 3 R 4b , 

CfrCl 0 aryl substituted with 0-3 R 4b , or 

5 to 6 mcmbered heterocycle curtaining 1 to 4 hetcroatoms sslcdwl from nitxogen, 
oxygen, and sulphur, «heida said 5 to 6 memberedheten^clc is subatituted withO- 

3R*;' 

Rl* at each occurence, is Independently selected from H, F, Cl> Br, I, CF3, 
C3-C6 carbocycle substitute with 0-3 R 4h . 
phenyl substituted with 0-3 R 4 * 5 , or 
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5 to 6 membered heterocyck containing 1 to 4 heteroatoms selected from nitrogen, 
oxygen, and sulphur, whciein said 5 to 6 membered htfoocyoleis substituted with 0- 
3R 4 °; 

R4b at each ntxurrencc, is independently selected from II, OH, CI. F, Br, I, CN, N02, 
NRISrW, <T 3( acetyl, SCH3, S(-0)CH 3 , SH^CIIs, C1-C4 Cl-Cj 
Ci-C2lialoalkylandCt C2 haloalkoxy; 

R5isH,OR 14 ; 

C1-C4 alkyl substituted with 0-3 R 5b ; 
Q-Ca alkenyl substituted with 0-3 R* b ; 
C2-C4 alWynyl substituted with 0-3 R 5b ; 

R5a is H, methyl, ethyl, propyl, or butyl; 

R5b at each otxunencc. is independently selected faun: 

II, methyl, ethyl, propyl, butyl, CF3, OR> 4 . CI K Br, I, *0; 
C3-C$ carbocycle substitured wilh 0-3 R 5c ; 
phenyl siibstimtcd with 0-3 R 5c ; or 

5 to ft membered hctcrocycle containing I to 4 betcroatoras selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered hctcrocycle is substituted with 0- 
3R 5c ; 

r5c at each occurrence, is independently selected from H, OH, Q, F, Br, T, CN.NQ2. 

NR15R16, OP 3> acetyl, SCH 3 , S(-0)Ui3, S(=0)2CH3, C1-C4 «M> ^1^3 alkoxy, 
C1-C2 hsdoalkyl, and Ci-C2 haloalkoxy; 

K<»isH; 

R? at each occurrence, is independently selects fmm H, F, CF3. methyl, and ethyl; 
Ring B is 
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Rl0i6H,C(=O)R 1/ ,C(-0)0Rl 7 ; 

C1-C4 alkyl optionally substituted with 0-1 R 10a ; 

phenyl substituted with 0-4 R 10b ; 

C3-C6 carbocycle substituted with 0-3 R l0b ; or 

5 to 6 memberal hetcrocyclo containing 1 to 4 heleroatoim selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 memhered hetcrooyele is substituted with 0- 

Riot is elected from H, C1-C4 alkyl. OR 14 , U F, Br, I, =0, CN, N0 2 , N* l5 R 1C > CF3, or 
phenyl substituted with 0-4 R 10b ; 

Rl 0b, ^ each occurrence, is independently selected from H, OH, C1-C4 alkyl. Ci -Q3 afcoxy, 
CI, F, Br, I, CN, NO2, NR^R 1 ( \ or CF3; 

Z is C1-C4 alkyl substituted with 1-3 R 12 ; 
C2-C4 alkenyl substituted with 1-3 

C2-C4 alkynyl substituted with 1-3 R 12 ; 
Cg-Cio aryl subsLiiuled with 0-4 R 121> ; 
C3-C6 carbocycle substituted with 0-4 or 

5 to 10 raembered heterocyde containing 1 to 4 heteroatoms selected ftom nitrogen, 
oxygen, and sulphur, whciein said 5 to 6 mcmbered heteiocycle is nubartlftital with 0- 
3Rl2b ; 

Rl2 hi each occurrence, is independently selected from 
C6 -C10 aryl substituted with 0-4 R 12b ; 
C3-C6 carbocycle substituted with 0-4 R 1 2b ; or 
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S to 10 members hderocycle containing 1 to 4 hderoatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 10 umbered hctcrocyele is subbed «* 
0-3 R l2b ; 

Rl2b sue*,* occurrence, is independently selected from 

II OH, CI, F, NR15R16, (T 3 , acetyl, SCH 3 , S(=0)CH 3 , S(-0)2CH3, Ci C 4 aUcyl. 
Ci C^alKoxy.Ci^l'aloalkylandCi C2 haloalkuxy; 

Rl3, ^ each occurrence, is independently selected from 

H, OH, Ci-06 alkyl, d-U alkoxy, CI, F, B,, I, CN, N02. NRlW CF3; 

Rl4 is H,phenyl, benzyl, C1-C4 alkyl, or C2-C4 alkrrxyalkyU 

Rl5, at eudi occurrence, is independently ***** from It C1-C4 alkyl, benzyl, ph^thyl, (Ci- 
C4 alkyl)-C(-OK and (C1-C4 a!kyi)-S(-=0)2-; 

Rl6, at each occurrence, is independently selected Awn 
H, OH, C1-C4 alkyl, benzyl, phcncthyl. 
(C1-C4 alkylK(=°)-. and(Ci-C4 alkyl)-S(=0)2S 

Rl7 i s H. methyl, ethyl, propyl, butyl, mcthoxymcthyl, ethoxymethyl, niethnxyethyl. 
cthoxyethyl, 

phenyl substituted by 0-3 R l7a , or 
-CH2-phcnyl substituted by 0-3 R 17a ; 

R 17a is n, methyl, methoxy, -OH, F, CI, CF3, or OCF3; 

Rl8, at each occurrence, is independently seledwl from 

H, methyl, ethyl, propyl, butyl, phenyl, hcn7.yl, and phenethyl; and 

R 19 , ct each occurrence, is independently selected from 
H,mdby», and ethyl; 
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provided, when 

then Z is butyl substituted with 1-3 R 12 ; 

C2-^4 alkenyl substituted with 1-1 R* 2 ; or 
C2-C4 alkynyl substituted with 1-3 R 12 . 



«l. (NEW) A compound according in Claim 13 of Formula (Ia H ) 

O R 5 R 63 R 6 0 

(la") 

or a pharmaceutical^ acceptable salt thereof; 
wherein: 

R3is -(CHRVR 4 , 
a is 0 or I; 

R** 13 H, OH, methyl, ethyl, pmpyl, butyl mcthoxy, ethoxy, propoxy, butoxy, allyl 
3 buten-l-yl; 

R4isH,OH, OR l4a , 

C1-C4 alkyl substituted with 0-2 R 4a , 
C2-C4 alkenyl substituted with 0-2 F 4a , 
C2-C4 alkynyl substituted with 0-1 ]* 1a 
C3-Crt carbocycle substituted with 0-3 R 4b , 
C6-C10 aryl substituted with 0-^ R 4b , or 
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5 to 6 numbered heterocycle containing 1 to 4 heteroato™ selected from nitrogen, 
oxygen, and wink* herein said 5 to 6 membered heterocycle is substituted with 0- 

R4a at each occurrence, is independently selected from H, F, CI, Br, I, CF'J, 
C2-C6 carbocycle substinited with 0-3 R 4b . 
phenyl substituted with. 0 -3 R 4b , or 

5 to 6 membcrcdheterocycle containing 1 to 4 heteroatoms selected from muogen, 
oxygen, and sulphur, wherein »aid 5 to 6 membcred heterocycle is subbed with 0- 
3R 4b ; 

R 4b 8t each occur*™*, is independently selected from H, OH, CI. F, Br, I, CN, N02, 

NR15R16 CF 3 , acetyl, SCH 3 , S(<»CH 3 , S(=0)2CH3, Ci-C* alkyl. Ul C 3 alkoxy, 
C1-C2 halimlkyl. and C1-U2 haloalkoxy, 

R^isaOR 14 ; 

C1-C4 alkyl substituted with 0-3 R 5b ; 
C2-CA alkeiryl substituted with 0-3 R* 0 ; 
C2-C4 alkynyl substituted with 0-3 R 5b ; 

R 5a is H, methyl, ethyl, pmpyl, or butyl; 

R5b, at each uuenrrcnee, is independently selected liuin: 

n, methyl, ethyl, propyl, butyl, CF3, OR 14 , CI. F, Br, I, O; 
C3-C6 carbocycle substituted will) 0-3 R 3c ; 
phenyl substituted with U-'i R 5c ; or 

5 to 6 membcred heterocycle containing 1 to 4 hcteroatoms selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membcred heterocycle is substitute! with 0- 
3R 5c ; 

r5c a t each occurrence, is independently selected fhmi H, Oil. CI, F. Br, L CN, N02, 

NRl%l 6 , CF^, acetyl, SCH 3 , S(=0)CH3. S(-0) 2 CIl3. C1-C4 alkyl, C1-C3 alkoxy, 
C1-C2 haloalkyl, and C1-C2 haloalkoxy; 
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R&isH; 

R? at cwh occurrence, is indepen.1ta.tly selected from H, F, CF 3 , methyl, and ethyl; 
Ring Bis 

r" r : 

Rll is selected ftom 

H, C1-C4 alJcmcy, CI, F. NK 1 8 R 19 , C(=0)Rl 7 , C(-0)OR", QFy, 
Ci-C6 alkyl optionally substituted with 0-3 R 1 la ; 
C6-C10 aryl substituted with U-3 K 1 lb ; 
C3-C6 carbocycle substituted witii 0-3 R* lb ; or 

5 to 6 membered heterocycle contain ing 1 to 4 hcteroatoms selected from oitmgen, 
oxyReo, and sulphur, wherein said 5 to 6 membered heterocycle w substituted with 0- 
3RUb ; 

Rl la at each occurrence, is independently selected IW.ii. H, Ci-C4 alkyl, OR 14 , F, =0, 
NR15R16 CF3. or phenyl substituted with 0-3 R llb ; 

Rl lb, a. each occurrence, is independently selected Jbim H. Oil, CI, F, NR 15 Rl6, CF3, C1-C4 
alkyl, C1-C3 alkoxy, C1-C2 haloalkyl, and C1-C2 halcaLcoxy; 

Z is C1-C4 allfyl substituted with 1-3 R 12 ; 

C2-C4 alkenyl substituted with 1-3 R 12 ; 
C2-C4 alkynyl substituted with 1-3 R 12 ; 
Ctf C1 0 aryl substituted with 0-4 R 12b ; 
C3-CC carbocycle substituted with 0-4 R l2b ; or 
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J to 10 membered lietemcyclc conturdnc 1 to 4 heteroa loins selected from nitrogen, 
oxygen, and sulphur, wherein said 5 to 6 membered heteroeycle is substituted wiA 0- 
3R l2b ; 

Rl 2, a L ca cli occurrence, is independently seized from 
C6-C10 «yl substituted with 0-4R 1?b ; 
C3-C6 catbocycle substituted with 0-4 R 1 2 \ or 

5 to 10 membered heteroeycle containing 1 to 4 hetcroatome selected from nitrogen, 
oxygen, and sulphur, wherein viA 5 to 10 membered heteroeycle U substituted with 
0-3 R l2b ; 

Rl2b at each occurrence., is independently selected from 

' H. OH, CI, F, NR 1 % 16 , CF3, acetyl, SCH3, S(-0)CIl3, S(=0)2CH3, C1-C4 alkyl, 
C1.C3 alkoxy. C1-C2 hatoalkyl, and C1-C2 Haloaflcoxy; 

r13, at each ocrairrence, is independently selected from 

II, OH, C1-QJ alkyl, C^C 4 alkoxy. CI, F. Br. I, CN, NO* NR 15 * 1 *, ^ CF3; 

R* 4 is H, phenyl benzyl C1-C4 alkyl, »> C2-C4 alkoxyalkyl; 

Rl-\ at each occurrence, is independently selected from H, C1-C4 *W pl™cthyL (Ci - 
U alkyl) C(=0)-, and (Ci-C.4 al1cyl)-S(=0)2S 

R 16 , at each occurrence, is independently selected ftom 
H, OH, C1-C4 alkyl, benzyl, pbenethyl, 

(C1-C4 alkyl)-C(=0)- and (C1-C4 alkyl)-S(-0)2-; 

Rl7 is H. methyl, ethyl, propyl, butyL methoxymethyl, ethoxywethyl, methoxycthyl, 
elhuxyethyl, 

phenyl substituted by 0 3 R l7a , or 
-CH2-pbenyl siihsiiuiied by 0-3 R 17a ; 

Rl7a is H, mriliyl, mcthoxy, -OH, f, CI, CF3, or OCF3; 

R7 
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Rl8 f at each occurrence, is independently selected from 

H, methyl, ethyl, propyl bmyl. phenyl, benzyl, ond phenethyl; and 

r!9 at each occwrawe, is independently selected from 
H, methyl, and ethyl; 

provided, when 

dien 7. is bntyl substituted with 1-3 R 12 ; 

C2-C4 alkaiyl substituted with 1 3 R 12 i or 
C2-C4 alkynyl substituted with 1 

63. (NEW) A pharmaceutical composition comprising a compound according to Claim 57 and a 
phormaceutically acceptable carrier. 

64. (NEW) A pharmaceutical composition comprising a romrKMUid according to Claim 58 and a 
pharmacBulically acceptable carrier. 

fi5. (NEW) A pharmaceutical composifimi comprising a compound according to Claim 59 and a 
pharmaccutiocilly acceptable carrier. 

66. (NEW) A pharmaceutical composition comprising a compound according to Claim 60 and a 
pharmaceulically acceptable carrier. 

67. (NEW) A pharmaceutical composition comprising a compound according to Claim 61 and a 
pharmaceutically acceptable carrier. 

68. (NEW) Apharmac«uticai1 composition comprising a compound according to Claim 62 and a 
pharmaceutically acceptable carrier. 

<W.(NRW) A method for the treatment of Alzheimer's Disease comprising administering to a 
host in need of such treatment a therapeutically effective amount of a compound of Claim 57. 
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70 (NEW) AmM for tbc trcaiment of Alzheimer's Disease comprising administering to a 
host in need of such treatment a therapeutically effective amount of a compound of Chum 58. 

71 (NEW) Am rihfldf6ritotr«mwurf^ 

host innccd of such treatment a identically effective amount of ■ impound of Claim 59. 

72. (NEW) A method for the treatment of AMeimer's Dise^c conmrising administering to a 
host in need of such treatment a therapeutically effective amount of a compound of Claim 60, 



73. (NEW) A method Tor the treatment of Alzheimer's Diseaxc comprising admixustering to a 
host in need of such treatment a therapeutically effective amount of a compound of Claim 61. 



74.(NEW) A method for the tTCHlinent of Alzheimer's Disease comprising administering to a 
heat in need of such treatment a thcrapcuticolly effective amount nf a compound of Claim 62. 
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